
REVIEW
www.advancedscience.com

Emerging Implications of Phase Separation in Cancer

Jiang Ren, Zhenyu Zhang, Zhi Zong, Long Zhang,* and Fangfang Zhou*

In eukaryotic cells, biological activities are executed in distinct cellular
compartments or organelles. Canonical organelles with membrane-bound
structures are well understood. Cells also inherently contain versatile
membrane-less organelles (MLOs) that feature liquid or gel-like bodies. A
biophysical process termed liquid–liquid phase separation (LLPS) elucidates
how MLOs form through dynamic biomolecule assembly. LLPS-related
molecules often have multivalency, which is essential for low-affinity inter- or
intra-molecule interactions to trigger phase separation. Accumulating
evidence shows that LLPS concentrates and organizes desired molecules or
segregates unneeded molecules in cells. Thus, MLOs have tunable functional
specificity in response to environmental stimuli and metabolic processes.
Aberrant LLPS is widely associated with several hallmarks of cancer, including
sustained proliferative signaling, growth suppressor evasion, cell death
resistance, telomere maintenance, DNA damage repair, etc. Insights into the
molecular mechanisms of LLPS provide new insights into cancer
therapeutics. Here, the current understanding of the emerging concepts of
LLPS and its involvement in cancer are comprehensively reviewed.

1. Introduction

The world inside cells is hectic as they must manage numerous
molecular events in an ordered manner. Eukaryotic cells evolu-
tionarily developed optimal inner structures, compartments, or
organelles with distinct properties and functions to orchestrate
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biochemical reactions while allowing spa-
tiotemporal and hierarchical control.[1,2]

In canonical membrane-bound organelles
(MBOs) such as the nucleus, mitochondria,
endoplasmic reticulum, Golgi apparatus,
lysosomes, and secretory vesicles, the exte-
rior and interior environments are physi-
cally separated by an enclosed lipid bilayer
membrane. MBO components are trans-
ported and localized using specialized pas-
sive and active trafficking machinery.[1,2]

Despite MBOs being described as
paradigmatic organelles, some mem-
braneless organelles (MLOs) were ob-
served over a century ago. Among these,
the nucleolus is the most well-known
organelle.[3,4] With advanced experimental
methodologies and techniques, studies
on MLOs began to boom approximately
a decade ago, which has increased our
understanding of MLOs with distinct
constituents and functions. As shown in
Figure 1, MLOs include Balbiani body,[5]

Cajal bodies,[6] centrosomes,[7] germ granules,[8]

heterochromatin,[9] nucleoli,[10] nuclear speckles,[11]

paraspeckles,[12] P granules,[13] promyelocytic leukemia (PML)
bodies,[14] stress granules (SGs),[15,16] superenhancers,[17] etc.
MLOs are located in the nucleus or cytoplasm, and most are
rich in proteins and/or nucleic acids. MLOs are also referred
to as biomolecular condensates whose diameters range from
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Figure 1. Schematic diagram showing biomolecular condensates localization in a eukaryotic cell. Dashed lines indicate the border of membrane-
less organelles (MLOs). Note that some condensates only exist in specific cells. See the following references for detailed information regarding in-
dividual condensates. Cytoplasm: Balbiani body in oocytes,[5] centrosomes,[7] ER-associated TIS granules,[283] germ granules in germ cells,[8] in-
clusion bodies in neurons,[284] keratin granules in keratinocytes,[285] membrane clusters,[286,287] metabolic granules,[194] P granules,[13] proteasome
granules,[288] RNA transport granules in neurons,[289] sec bodies,[290] signaling puncta,[55,183,184] stress granules,[15,16] synaptic densities in neurons,[291]

U bodies,[292] virus factories in virus-infected cells;[293] Nucleus: anisosomes,[34] amyloid bodies,[202] Cajal bodies,[6] DNA repair foci,[227] Gemini of
Cajal bodies (Gems),[294] heterochromatin,[9] histone locus bodies,[6] nuclear speckles,[11] nucleoli,[10] oligopeptides transporter (OPT) domains,[295]

paraspeckles,[12] Polycomb group (PcG) bodies,[296] perinucleolar compartments,[297] promyelocytic leukemia (PML) bodies,[14] stress granules,[15,16]

super enhancers,[17] transcription condensates;[233–235] and the nuclear pore complex embedded in the nuclear membrane.[5]

0.1 to 3 μm.[18] MLOs perform diverse functions in cellular
organization, signaling, puncta formation and transduction,
ribosome biogenesis, mitosis, and asymmetric cell division.[19]

MLOs discovery depends on spontaneous assembly via a bio-
physical process termed liquid-liquid phase separation (LLPS).
The cellular environment is usually considered to be aqueous.
In this scenario, functional MLOs components are selectively
partitioned and highly concentrated in liquid-like droplets.[18]

The MLOs components are dynamically exchanged with the sur-
rounding aqueous milieu in a mixing/demixing manner. Thus,

specific biochemical reactions can be facilitated or inhibited.
It is worth noting that solid-like hydrogels can be separated
from bulk solvent, except for LLPS droplets. Therefore, MLOs
can also behave as dynamic hydrogel- or non-dynamic solid-like
structures.[20]

Previous studies of LLPS and MLOs have revealed insights
into the molecular pathogenesis of age-related diseases. Typically,
aberrant protein aggregation caused by LLPS dysfunction is in-
creasingly demonstrated as a key problem in cancer. In this re-
view, we describe the concept of LLPS and how it promotes MLOs
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formation. Then, we present the current understanding of LLPS
regulation. We also discuss how LLPS/MLOs are involved in can-
cer. Finally, we describe potential methods to interfere with aber-
rant LLPS/MLOs.

2. The Concept of LLPS and Phase Transition in
Biological Systems

LLPS is a widespread phenomenon in nature. In LLPS, two or
more immiscible components in a solvent tend to spontaneously
and rapidly demix into distinct phases that can stably coexist.[21,22]

For example, after shaking a mixture of oil and water, the oil dis-
perses from the surrounding water to form droplets that quickly
float and coalesce with each other upon contact. The mechan-
ical surface tension at the boundary between the two aqueous
phases governs and shapes the spherical droplets.[22] Generally,
LLPS is reversible, making the process tunable. Therefore, bio-
logical LLPS occurs when proteins alone or together with nu-
cleic acids and other biomacromolecules (lipids and carbohy-
drates) from the surrounding aqueous-like cellular environment
form a distinct liquid-like phase (Figure 2A). Various strategies
have been applied to experimental analysis of LLPS behavior.
Generally, in vitro LLPS is observed by droplets formation us-
ing a fully defined set of components (pure proteins or/and nu-
cleic acids). Meanwhile, in-cell biomolecular condensates can
be reconstituted by directly expressing fluorescently tagged pro-
teins or gene editing-mediated tagging of endogenous proteins.
Proximity-labeling techniques enable the profiling of conden-
sate components.[23,24] The physical characteristics can be inves-
tigated via microscopic imaging. A standard example is observa-
tion of fusion/coalescence events to demonstrate the liquid-like
behavior of dense phase using differential interference contrast
or fluorescence microscopy. Fluorescence recovery after pho-
tobleaching (FRAP) experiments and fluorescence correlation
spectroscopy are typically used to measure the dynamics diffu-
sion/turnover within condensates and molecular exchange with
the surrounding bulk phase.[23,24]

Consistent with descriptions of LLPS, a seminal study demon-
strated that P granules are MLOs that are shaped by biological
LLPS and exhibit typical liquid-like droplets in Caenorhabditis ele-
gans embryos.[13] FRAP experiments showed that proteins within
P granules rearrange quickly and exchange components rapidly
with the surrounding cytoplasm.[13] Another FRAP examination
of metabolically active nucleoli in Xenopus laevis oocytes showed
that these nucleoli are liquid-like MLOs with rapid coalescence
and turnover.[25] Based on the principles of quick rearrangement,
coalescence, turnover, exchange and dissolution (Figure 2B), an
increasing number of liquid-like MLOs were identified in subse-
quent years.

Broadly, matters can exist as a liquid, solid, gas, or plasma
(under certain conditions). When conditions change, matter can
undergo a phase transition from one state to another. A common
example is the phase transition of water, which can exist as
liquid, ice (condensed solid), or vapor (dilute gas). Here in cell
biology, we highlight liquid-to-solid transitions such as gelation
or crystallization (Figure 2B). Actually, LLPS can be considered
as a special type of phase transition, that is, a density transition
that results in condensed phase formation.[26] Furthermore,
LLPS, gelation, and crystallization are frequently linked. One

Figure 2. Representation and characteristics of liquid–liquid phase sepa-
ration (LLPS). A) Entropy typically drives biomacromolecules dispersion
in a heterogeneous solution. A subset of multivalent molecules can over-
come entropic effects and spontaneously condense into distinct liquid-like
(droplet) phases at the cost of energy. B) Phase-separated droplets coa-
lescence into larger droplets. Molecules within the liquid droplet are high
turnover that can be examined by fluorescence recovery after photobleach-
ing (FRAP) experiments. Meanwhile, droplet components are rapidly ex-
changed with surrounding solution. Certain changes in the solution con-
ditions can lead to droplet dissolution. In addition, liquid-like phases can
progressively transition into less fluid gel- and fibril-like solid states with
less fluidity. Multiphase droplets contain a reversible liquid-like shell out-
side and several immiscible gel-like cores inside.

vital argument for this association is that high-density proteins
(i.e., a condensed phase) has a strong thermodynamic tendency
to transition into a viscous liquid or even a hydrogel/crystal-like
phase.[26–28] This kind of transition is often utilized by struc-
tural biologists for protein crystallization. Gel-like MLOs, such
as the Balbiani body, nuclear pore complexes, and pericen-
triolar material, are less dynamic during inter-coalescence,
intra-rearrangement, and components exchange.[5] Even
more complicated, intensive studies on the structure of SGs,
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nuclear bodies, Cajal bodies, nuclear speckles, nucleoli, and
anisosomes show that these structures contain a reversible
liquid-like outer shell and several inner immiscible gel-like
sub-compartments/cores called multiphases (Figure 2B).[10,29–34]

The shell and cores have distinct compositions, viscosities,
and surface tensions that may reflect the reason underlying
multiphase coexistence. A phase with lower surface tension can
encapsulate a phase with higher surface tension.[10,35,36] How-
ever, it remains elusive how the formation of such multiphase
MLOs is primed and regulated. Additionally, the function of the
sub-compartments remains unclear as well.

3. The Force Driving Phase Separation Is Likely
Embedded in Protein and Nucleic Acid Sequences

According to the second law of thermodynamics, the entropy
increases in any spontaneous process. Thus, demixing is an
anti-entropy process that decreases the solubility of miscible
molecules at the cost of energy consuming (Figure 2A). This ob-
servation implies that biomacromolecules tend towards a state of
disorder distribution in cells. Whereas, in the theories of poly-
mer science, mixed multivalent molecules can overcome the en-
tropic effect and spontaneously assemble into larger oligomers
or polymers through numerous multivalently mediated weak
interactions.[18,19,22] Previous studies showed that ATP can serve
as an energy source for these interactions.[29] These two theoret-
ical bases are widely used to describe the mechanisms of biolog-
ical LLPS and MLOs formation. In combination with the well-
accepted driver (or scaffold)/client concept, the molecules driv-
ing LLPS include proteins, DNA, and RNA. These molecules
often have multi-valency, which mediates low-affinity inter- or
intra-molecule interactions that trigger phase separation and at-
tract client molecules for condensate partitioning. LLPS can-
not occur or formed MLOs are unstable if driver molecules
are depleted.[14,37–40] What’s impressive, multi-valency-mediated
weak protein organization is designated as quinary structures in-
side the cells that define a fifth level of protein complexity beyond
quaternary structures.[41,42]

Several structural features including weakly adhesive multiva-
lent motifs, repetitive modular domains (RMDs), oligomeriza-
tion or dimerization domains, intrinsically-disordered regions
(IDRs), and nucleic acid recognition domains have been iden-
tified in driver proteins undergoing LLPS.[14,37,38,43,44] Driver pro-
teins also typically possess multicombination motifs. Coopera-
tively, a diverse range of forces participate in motif interactions
and drive phase separation, such as electrostatic interactions
(cation–anion), 𝜋-effects (cation–𝜋, 𝜋‑stacking), Van der Waals
forces (dipole–dipole), and 𝛽 sheets (Figure 3).[27,38,39,45–51] Worth
to note, a comprehensive work presented an integrative database
named DrLLPS which provides rich annotations on the proper-
ties of LLPS-associated proteins in 164 eukaryotic species by com-
piling and integrating the knowledge from widely used public
resources.[52]

3.1. Foldable Domains

RMDs in proteins that drive MLOs formation are connected by
flexible linkers. These RMDs mediate stereospecific and elec-

trostatic interactions between proteins, thereby forming a com-
plex network. as exemplified in the multivalent Src homol-
ogy 3 (polySH3)/proline-rich motif (polyPRM) system, which is
linked by SH3-domain repeats that bind PRMs.[37,53,54] Obser-
vations using artificial proteins showed that liquid-like droplets
formed once the tandem polySH3-containing protein con-
structs were mixed with complementary polyPRM-containing
protein constructs. Expressing these two constructs in living
cells also results in LLPS and liquid-like droplet formation.[37]

There is also evidence that LLPS is guided by endogenous
ploySH3/polyPRM systems. In the case of actin polymerization,
SH3 in the noncatalytic region of tyrosine kinase (NCK) inter-
acts with a PRM in neural Wiskott-Aldrich syndrome protein
(N‑WASP). Additionally, SH2 in NCK interacts with phospho-
tyrosine residues in the adhesion receptor Nephrin. Through
multivalent interactions, the Nephrin/NCK/N-WASP multiva-
lent protein system can assemble and phase-separate into liquid-
like droplets in solution[37] or clusters on lipid bilayers.[54]

Another polySH3/polyPRM system is implied by the phase-
separated microcluster formation of linker for activation of T
cell (LAT) proteins on plasma membranes, which occurs up-
stream of Nephrin/NCK/N-WASP interaction events. In this
system, multivalent tyrosine-phosphorylated LAT, SH2, SH3-
containing growth factor receptor-bound protein 2 (GRB2), and
PRM-containing son of sevenless 1 (SOS1) function as a dock,
an adaptor, and a binding partner, respectively.[55] Similar to the
SH3/PRM system, another complex involves repetitive domains
of small ubiquitin-like modifier (polySUMO) and the polySUMO
interacting motif (polySIM). The polySUMO/polySIM system is
presented in P-bodies and nuclear PML bodies.[14,56] These stud-
ies finally conclude that the higher valence behind more modu-
lar domains result in a higher possibility of phase separation and
complex assembly.

In addition, folded, nonrepetitive oligomerization or dimer-
ization domains are found in proteins that are also crucial for
MLOs formation through self-interaction. Some examples in-
clude RAS GTPase-activating protein-binding protein 1 (G3BP1),
transactive response DNA binding protein 43 kDa (TDP43) in
SGs, the PML protein in PML bodies, coilin in Cajal bodies,
and speckle-type pox virus and zinc finger protein (SPOP) in nu-
clear speckles.[57–61] The sterile alpha motif (SAM) domain of the
polycomb protein SOP2 mediates oligomerization, thereby accel-
erating SOP2 condensate gelation.[62] An “optoDroplet” system
was created by fusing the light-sensitive oligomerization domain
(the photolyase homology region) of Arabidopsis thaliana cryp-
tochrome 2 with IDRs of various proteins. Using this system,
light-activated artificial protein oligomerization drives rapid as-
sembly of intracellular liquid droplet-like clusters.[63]

3.2. Low Complexity Domains (LCDs)

Approximately 33–55% of eukaryotic proteomes are predicted
to have IDRs.[64,65] Compared to structured proteins, IDRs have
an intrinsically versatile and flexible conformation because they
lack hydrophobic amino acids, which are required for highly
ordered folding in stable secondary and tertiary structures.[65]

Although some IDRs can adopt stable tertiary structures upon
interacting with other macromolecules, there is no evidence
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Figure 3. The underlying mechanisms that drive protein phase separation. A) Several molecular features have been identified in phase separation
proteins. These features mediate weak transient interactions between multivalent proteins, including foldable domain interactions (repetitive modu-
lar domains (RMDs), oligomerization or dimerization domains, helix-helix, coiled coil, 𝛽-sheets), intrinsically disordered regions (IDRs) interactions
(cation–anion, cation–𝜋, 𝜋–stacking, dipole–dipole), and nucleic acids recognition domains interactions (DNA/RNA binding domains, cation-RNA,
RNA base-paring). B) Overview of multivalent interactions-driven condensate assembly.

showing folding-upon-interacting of IDRs when analyzing pro-
teins within liquid-like droplets using nuclear magnetic reso-
nance (NMR).[39,66] The MLO-associated IDRs have a few LCDs
which can be identified by some online tools such as MobiDB,
DisMeta, PONDR, PLAAC, IUPred3, etc., with predictive algo-
rithms according to amino acid composition, frequency, and
distribution.[24,37]

One subset of LCDs, prion-like domains (PrLDs), are dom-
inated by hydrophilic amino acids with uncharged polar side
chains (glutamine, glycine, asparagine, tyrosine, serine) for as-
sembling amyloid-like aggregates in a self-templating manner.[67]

Many PrLD-containing proteins were early identified in yeast;
MOT3, RNQ1, SWI1, SUP35, and URE2 are the best charac-
terized in prion formations when they are expressed at high
levels.[68–70] In addition, the Balbiani bodies present in early
stage Xenopus laevis oocytes via amyloid-like self-assembly of
the Xenopus homolog of Bucky ball (XVelo) proteins, which is
dictated by N-terminal PrLDs.[47] In the human genome, 240
protein-encoding proteins that harbor a domain strongly anal-
ogous to annotate yeast PrLDs were identified using predic-

tive algorithms.[70,71] Of these, 72 are labeled as RNA-binding
proteins (RBPs), including amyotrophic lateral sclerosis (ALS),
Ataxin1/2, Ewing sarcoma breakpoint region 1 (WSR1), TDP43,
human heterogeneous nuclear ribonucleoprotein A 1/2 (hn-
RNPA1/2), and the TET/FET protein family (contains three
members: translocated in liposarcoma (TLS)/fused in sarcoma
(FUS), Ewing’s sarcoma oncoprotein (EWS) and TATA-box bind-
ing protein associated factor 15 (TAF15)), etc. These proteins
are aggregation-prone and act as driver proteins for hydrogel-
like ribonucleoprotein (RNP) granule formation by working to-
gether with RNA species.[28,70,72–75] High-resolution electron mi-
croscopy studies revealed that such hydrogels are composed of
protein fibrils.[76–78] Protein fibrils can be extended to protofil-
aments via weak cross-𝛽 sheet interactions through polar and
aromatic side chains, thus conferring a less stable hydrogel-
like RNP granule structure under physiological conditions, i.e.,
lability.[38,76–79] Among the reasons, multiple short structured mo-
tifs within LCDs called low-complexity, aromatic-rich, kinked
segments (LARKS) provide weak Velcro-like adhesions between
LCDs, as seen in the N-terminal of FUS.[76,78] Additionally,
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multiple short linear motifs (SLiMs) found in the LCDs of
TDP43, hnRNPA1, and decapping mRNA 2 (Dcp2) etc. can me-
diate the formation of stronger steric 𝛽-zippers and less labile
interactions with well-folded domains of other proteins.[80–83]

Unlike PrLD-associated LCDs, another subset of LCDs con-
tains disproportionately high negative and/or positive amino
acids (mostly arginine, lysine, glutamic acid, and aspartic
acid), particularly short arginine/glycine (RGG or GRG) re-
peats, which generate negative/positive-charged blocks.[39,45,46]

The term “complex coacervation” is used here to describe elec-
trostatic interactions and condensation between multiple pairs
of highly and oppositely charged proteins or proteins (posi-
tive) and nucleic acids (negative). These interactions are par-
ticularly important for RNP granules, chromatin, and nucleoli
formation.[48,84–86]

Interestingly, the protein sequences in MLOs are often inter-
spersed with tyrosine and phenylalanine aromatic residues be-
tween LCDs that mediate short-range 𝜋-stacking interactions and
cation–𝜋 interactions with arginine or lysine residues, thereby
promoting phase separation.[38,46,48,87] For example, FUS con-
tains polar and aromatic residues that form cation–𝜋 (arginine-
tyrosine) interactions and facilitate phase separation.[88,89] The
aromatic rings of the phenylalanine-glycine (FG) repeats in
DEAD box helicase 4 (DDX4) are engaged in both cation–
𝜋 and 𝜋–stacking interactions with tyrosine residues and
promote phase separation.[51,90] In addition, hydrophobic and
dipolar-dipolar interactions independent of the LCD amino acid
composition were also proposed as driving forces for phase
separation.[87,91–93]

3.3. Recognition of Nucleic Acids

In addition to proteins, nucleic acids including nascent RNA, or
long noncoding RNA (lncRNA), or genome DNA with repetitive
sequences are enriched in most MLOs and are required for their
formation.[94] Nucleic acids are highly negatively charged because
of their phosphate-based anionic backbones. Thus, electrostatic
interactions are the main force involved in the phase separation
of nucleic acids. In addition, different RNA moieties are recog-
nized by some RNA-binding modular domains in RBPs, such
as 1) RNA recognition motifs (RRMs) in WHI3, T-cell intercel-
lular antigen 1 (TIA1), polypyrimidine tract-binding (PTB), and
the N-terminal of hnRNPA1/2 proteins;[27,37,95–97] 2) zinc fingers
(ZnFs) in EWS, TAF15, and FUS proteins;[98,99] 3) polyglutamine
(polyQ) tracts in WHI3 protein;[96,97] and 4) double-stranded
RNA-binding domains (dsRBDs). Correspondingly, RNAs have
repetitive poly-CUG, CAG, CGG, CCUG, and GGGGCC se-
quences in coding/noncoding regions transcribed from repeti-
tive DNA sequences.[100,101] Repetitive RNAs work as docks to
recruit and sequester specific RBPs by adopting versatile sec-
ondary structures such as (semi-)stable hairpins or more stable
G-quadruplexes formed through (non-)canonical Watson-Crick
base-pairing and helical stacking.[97,100,102–104] Moreover, inter-
molecular RNA-RNA interactions can mediate protein-free RNA
self-assembly and promote phase separation.[100] Previous stud-
ies showed that RNA length, secondary structure, and RBP:RNA
stoichiometry are major determinants of RNP granule formation
and identity. The contributions of protein-protein, protein-RNA,

and RNA-RNA interactions to RNP granule formation are rela-
tive and vary among different RNP granules. Thus, RNP granule
formation can be classified as protein-driven, RNA-driven, and
combination. These processes are reviewed elsewhere.[94,104]

Some DNA-containing MLOs have been identified, includ-
ing constitutive heterochromatin, polycomb group (PcG) bod-
ies (facultative heterochromatin), chromatin, nucleosomes, nu-
cleoli, telomeres, transposons, CCCTC-binding factor (CTCF)
clusters, superenhancers, transcription factories, DNA replica-
tion origins, Barr bodies, and DNA damage foci. These MLOs
occur at specific genomic loci where a large number of DNA
motifs/elements contribute to locus-specific and high-affinity
protein-DNA interactions.[105–108] Most transcription factors (TFs)
are bifunctional proteins that contain at least one folded domain
for DNA sequence-specific binding and an LCD for weak inter-
actions between other LCD cofactors.[109] One model of conden-
sates/factories/hubs proposes that TFs bind to cis-regulatory el-
ements such as promoters, enhancers, and other components of
the transcription machinery, thereby leading to phase separation
and the assembly of liquid transcription compartments.[109–111]

In cytoplasm, exogenous DNA binding to cyclic GMP-AMP syn-
thase (cGAS) in the cytoplasm robustly induces the formation of
liquid-like droplets, in which cGAS is activated.[112]

A large portion of repetitive DNA sequences is deployed at
stretches of DNA between genes in eukaryotic genomes. In con-
trast to the previous hypothesis that these sequences comprise
junk DNA, repetitive DNA sequences are essential for genome
function and are packaged into a dense heterochromatin struc-
ture. The mechanism of heterochromatin formation has been
implicated in phase separation as well.[113]

4. Regulation of Phase Separation

Responsiveness to environmental stimuli and metabolic pro-
cesses allows organisms to adapt to changes. Phase separation or
MLOs formation is extremely sensitive to physicochemical cues.
Even tiny changes in the local abundance of MLOs core compo-
nents, post-translational modifications (PTMs), RNA modifica-
tions, energy input, or physicochemical conditions (pH, salt ionic
strength, temperature), etc., exert a significant regulation on the
properties of phase separation.

4.1. Intracellular Concentrations of Core Components and
Physicochemical Conditions

Phase separation is a kind of density transition that occurs
spontaneously when the core components reach a threshold
concentration.[114] Direct evidence comes from an in vitro phase-
separating system in which hnRNPA1 spontaneously forms
droplets in a concentration-dependent manner. hnRNPA1 accu-
mulation via blockade of nuclear import also leads to sponta-
neous SG assembly in cells.[27] During oocyte-to-embryo tran-
sitions, P granules dissolve in the perinuclear region and re-
condense in the cytoplasm. This process is regulated by a
concentration gradient. Likewise, asymmetric segregation of P-
granules into germline founder cells is induced by the P gran-
ule component guanyl-specific ribonuclease PGL1 concentration
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gradient.[13] Additionally, the core component concentration has
been implicated in regulating the assembly and size of other
MLOs such as PML bodies, nuclear speckles, histone locus bod-
ies, nucleoli, and Cajal bodies.[18] Furthermore, the transcrip-
tional control of RNA concentration contributes to the dynamic
MLO properties observed in nuclear speckles, paraspeckles, nu-
cleoli, and P granules.[115–118]

Cellular physicochemical conditions, such as temperature,
pH, and ionic strength can impose a more direct impact on phase
separation.[24] The reason could be that LLPS of charged IDRs is
mediated by weak electrostatic interactions that are highly sensi-
tive to pH and ionic strength.[2,24] Heat shock, for instance, can
induce the aggregation of proteins that are not identical to SGs.
However, these aggregates are dissolvable and reversible when
the cells are no longer subjected to heat stress.[15,16] Small pH
fluctuations can also alter LLPS properties. The translation ter-
mination factor SUP35 undergoes LLPS to form droplets and
subsequent gel transition to sequester the termination factor at
a lower pH. However, increasing the pH triggers gel dissolution
and restarts translation.[119]

4.2. Posttranslational Protein Modifications

To date, over 200 PTM types have been identified that influence
almost all aspects of normal cell biology and pathogenesis.[120]

Due to the lack of a stable structure, LCDs are more susceptible
to diverse PTMs.[121,122] Among them, protein phosphorylation,
methylation, acetylation, PARylation, and SUMOylation are com-
mon PTM types that have been extensively studied. PTMs add ad-
ditional features to proteins, thereby changing the charge state,
steric conformation, or bulkiness.[120,123] As a result, PTMs affect
phase separation by strengthening or disrupting multivalent in-
teractions between biomacromolecules undergoing phase sepa-
ration and/or by including/excluding certain biomacromolecules
into/from existing MLOs.[123] Here, we provide some examples of
how PTMs influence on phase separation.

Phosphorylation plays a crucial role in signal transduction
cascades and modulates MLOs dynamics and structural integrity.
Mechanistically, phosphorylation covalently bonds a negatively
charged phosphoryl group to a serine/threonine/tyrosine hy-
droxyl group, which can promote or inhibit phase separation,
depending on the protein context.[19,124] The phosphorylation
level of Tau microtubule-binding protein controls the prime time
of phase separation and droplet size. No phase separation occurs
without Tau phosphorylation.[125,126] Similar phase separation
promotion effects were observed upon the phosphorylation of
eukaryotic translation initiation factor 2𝛼 (eIF2𝛼), fragile X men-
tal retardation protein (FMRP),[127] G3BP,[128] heterochromatin
protein 1𝛼 (HP1𝛼),[9] nephrin,[37] and TIA-1/TIAL RNA-binding
protein homolog (TIAR-2).[129] In contrast, the LCD of FUS
contains several putative phosphorylation sites, and phosphory-
lation weakens the tendency of FUS towards phase separation
and aggregation.[130] Phosphorylation in either an LCD or a
structured domain in TDP43 is sufficient to suppress phase
separation.[131,132] Moreover, an interesting feature shows that
kinases and phosphatases coexist in some MLO entities, sug-
gesting that active phosphorylation–dephosphorylation cycles
ensure MLOs structural integrity.[133–135] For example, phos-

phorylation of maternal-effect germline 3/4 (MEG3/4) by dual
specificity tyrosine-phosphorylation-regulated kinase 3 (DYRK3)
inhibits P granule assembly. However, dephosphorylation by
protein phosphatase 2A (PP2A) promotes granule assembly.[133]

Furthermore, RNA polymerase II (RNAPII) is hyperphospho-
rylated by regulatory cyclin-dependent kinases (CDKs) at an
intrinsically disordered carboxy-terminal domain, which favors
RNAPII incorporation into splicing condensates but disfavors
incorporation into transcription initiation condensates, implicat-
ing that phosphorylation can partition a protein into a particular
condensate as a selection mechanism underlying condensate
preference.[136]

Acetylation negates the positively charged 𝜖-amine of lysine
through the addition of an acetyl group. Meanwhile, the hy-
drophobicity of the acetylated protein is increased.[137] The DDX3
X-linked (DDX3X) LCD can be acetylated at multiple lysine
residues by cAMP-response element-binding protein (CREB)-
binding protein (CBP), which impairs DDX3X coacervation.
However, more DDX3X can be recruited into SGs, thereby
increasing SG volume after deacetylation by histone deacety-
lase 6 (HDAC6).[138] Similarly, Tau phase separation is dis-
rupted by lysine acetylation, which reduces its incorporation into
SGs.[139,140] In addition, chromatin-rich condensates are collapsi-
ble via dynamic acetylation of multiple lysine residues in histone
proteins.[141] However, the contrary result shows that acetylation
in the RRMs of TDP43 abolishes its RNA interaction ability and
drives TDP-43 demixing into intranuclear liquid spherical shells
of anisosome.[34]

Arginine residues are monomethylated or symmetri-
cally/asymmetrically dimethylated by protein arginine methyl-
transferases (PRMTs), which transfer one or two methyl groups
from S-adenosylmethionine.[142] Arginine methylation shifts
the protein charge and hydrogen bonding. Meanwhile, methy-
lation increases bulkiness and hydrophobicity.[143] RBPs are
enriched with RGG/RG motifs, in which arginine is preferen-
tially methylated.[144] Further, arginine methylation is directly
linked to the suppression of phase separation by reducing cation
(Arg)–𝜋 interactions, as exemplified in DDX4,[39] FMRP,[145,146]

FUS,[147] G3BP1,[148] hnRNPA2,[74] and RAP55.[149,150] Oppo-
sitely, Histone methylation (H3K9me3) recruits abundant HP1𝛼
into heterochromatin condensates through multiple H3K9me3
reader chromodomains.[151] Other evidences also indicate a
promotional role for arginine methylation in ataxin 2,[152]

cold-inducible RNA-binding protein (CIRP),[153] hnRNPA1,[154]

LSM4,[155] and serpine1 mRNA-binding protein 1 (SERBP1)[156]

phase separation.
Poly (adenosine 5’-diphosphate-ribose) (PAR) is a nucleic acid

that covalently modifies proteins by PAR polymerases (PARP)
upon DNA lesions.[157] Similar to nucleic acids, PARylated pro-
teins are negatively charged, and thus electrostatic forces me-
diate interactions with other positively charged LCDs, such as
the RGG repeat-containing FET family.[158–160] Therefore, PARy-
lation can seed phase separation de novo. PARylated proteins are
commonly found in MLOs such as DNA repair foci, mitotic spin-
dles, nucleoli, and SGs. PARylation levels affect the formation
and dynamics of these MLOs.[20,49,99,161] For instance, hnRNPA1
PARylation at its LCD is necessary for nucleocytoplasmic translo-
cation, whereas PAR binding promotes the association of hn-
RNPA1 with SGs through its PAR-binding motif (PBM).[161] PAR
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chains at DNA repair foci are essential for FUS recruitment and
DNA damage condensate formation.[28,99]

SUMOylation is an additional PTM that promotes phase sep-
aration. SUMOylation increases the size and number of sensory
rhodopsin 2 (SOP2) condensates compared to the unmodified
protein.[62] PML proteins that nucleate PML bodies undergo mas-
sive SUMOylation and subsequently recruit client proteins into
the PML core through SUMO-SIM interactions.[162] SUMOyla-
tion of telomere-binding proteins condenses Alternative length-
ening of telomeres (ALT)-associated PML bodies (APBs), which
further leads to telomere clustering.[163]

4.3. RNA and DNA Modifications

The existence of RNA modifications is now widely acknowl-
edged which can change the charge, structure, and rigidity
of RNA, RNA–protein, and RNA–RNA interactions.[164] N6-
methyladenosine (m6A) is a prevalent RNA modification that can
be recognized by the YT521-B homology (YTH) domain of YTH
m6A RNA binding protein 1/2/3 (YTHDF1/2/3) proteins. Pre-
vious studies showed that mRNA with multiple m6A modifica-
tions can dramatically enhance YTHDF1/2/3 phase separation.
Then, m6A-mRNA–YTHDF complexes are partitioned into dif-
ferent endogenous MLOs, such as P-bodies, SGs or neuronal
RNA granules. The degree of mRNAs enrichment in SGs is di-
rectly in proportion to the number of m6A modifications per
transcript even when controlling for transcript length. In ad-
dition, some mRNAs without m6A modification are also en-
riched in SGs, suggesting that mRNAs can also be recruited
through m6A-independent mechanisms.[165,166] An argue study
indicates that mRNA length, rather than m6A modifications, has
a promotion effect on mRNA partitioning in SGs.[167] Addition-
ally, m6A modifications were shown to repress RNA binding to
G3BP1/2, ubiquitin-specific protease 10 (USP10), Caprin-1, and
RNA-binding motif 4 (RBM4) which are linked to the formation
of SGs.[168] Thus, the inconsistent observations above implicate
that the role of m6A in SGs formation is still a debatable issue.
DNA methylation (5-methylcytosine) at CpG islands enhances
heterochromatin formation, which is mediated by methyl-CpG-
binding protein 2 (MeCP2) phase separation.[169]

4.4. Nonequilibrium Tuning by Energy Input

LLPS-driven formation of biomolecular condensates is a thermo-
dynamic equilibrium process. The active components flux into
or out of condensates is halted when an equilibrium state is
reached, despite the passive exchange of components is still on-
going due to the weak, short-lived interactions.[170,171] However,
life activities are highly dynamic, which requires a nonequilib-
rium state to maintain biomolecular condensates in active liq-
uid phases for performing physiochemical reactions. Cells have
adopted multiple energy-consuming strategies fueled by enzy-
matic processes to keep phase-separated condensates away from
static equilibrium.[170,171] For one thing, this can potentially re-
strain condensates from deleterious solidification or aggrega-
tion which has been seen in age-dependent diseases, such as ir-
reversible 𝛼-Synuclein aggregates in Parkinson’s disease,[172] or
FUS[28] and TDP-43[80] aggregates in ALS.

It was suggested that ATP supply is necessary for maintain-
ing liquid-like behavior in nucleoli and SGs.[25,29,128,173] Dramat-
ically decreased ATP levels can induce a liquid-to-solid transi-
tion and change the overall cytoplasmic state in bacteria and
yeast.[174,175] ATP-related proteins such as helicases and chaper-
one proteins are commonly implicated in controlling the ma-
terial properties of RNP granules.[29,34,176–178] A conserved RNA
helicase, DDX6, prevents the polymerization of RNP granules
into nondynamic solids.[176,177] Vasa-type RNA helicases preserve
germ granule integrity.[25] Heat shock protein 90 (HSP90) fam-
ily chaperones have ATP-dependent activity and are implicated
in maintaining the liquidity of TDP43 phase separation and pre-
venting TDP43 aggregation.[34] These observations indicate that
the maintenance of dynamic MLOs properties is ATP driven.
However, the specific ATP-driven processes involved in MLOs
formation are currently unclear.

5. LLPS in Cancer

Cancer development and progression is a dynamic process
involving several gene-environment interactions. As well-
documented elsewhere, cancer cells exhibit several key hall-
marks, including sustained proliferative signaling, growth
suppressor evasion, cell death resistance, replicative immortal-
ity, angiogenesis, invasion, and metastasis.[179,180] Aberrant LLPS
levels have been used to interpret the mechanisms underlying
these cancer phenotypes. The outstanding advances are listed in
Table 1 and are summarized below.

5.1. Sensing Misregulated Signaling and Transduction

Cellular behavior and homeostasis are governed by diverse sig-
naling pathways. Dysregulation of these pathways contributes
to malignant cancer cell behavior.[179] Early observations showed
that membrane receptors and their corresponding signaling
molecules can assemble into 2D clusters during signaling.[181,182]

Mounting evidence suggests that LLPS could explain the high-
order assembly of these receptors. A well-studied example is
the formation of transmembrane clusters during T-cell recep-
tor (TCR) signaling transduction in immune cells.[55,183,184] When
TCRs are activated, the zeta chain of TCR-associated protein ki-
nase 70 (ZAP70) phosphorylates tyrosine residues in LAT. Then,
multivalent SH-containing protein family members, including
GRB2, GRB2-related adaptor downstream of Shc (GADs), and
phospholipase C (PLC)-𝛾 are attracted to form membranous
condensates.[185] Subsequently, SOS1 is recruited for RAS sig-
naling activation.[55,184] Alternatively, the SH2 domain-containing
leukocyte protein of 76 kDa (SLP76) binds to GRB2 or GADs
to initiate the recruitment of Nck and N-WASP actin effectors
and the actin-related protein 2/3 (ARP2/3) complex for actin fil-
ament assembly.[184,186,187] Thus, LLPS seems to kinetically initi-
ate higher-order RAS signaling by preventing spontaneous SOS1
membrane localization from RAS activation (Figure 4A).

However, membrane LLPS-controlled RAS signaling is
disrupted by chimeric receptor tyrosine kinase (RTKs) oncopro-
teins. The oncogenic RTKs, echinoderm microtubule-associated
protein-like 4 (EML4)-anaplastic lymphoma kinase (ALK), and
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Table 1. Dysregulated condensates in cancer.

Condensates Biomolecules Biological role Cancer types Refs.

Signaling puncta EML4-ALK fusion RAS signaling overactivation Non-small-cell lung cancer, ovarian cancer [188, 189]

CCDC6-RET fusion RAS signaling overactivation Non-small-cell lung cancer, papillary thyroid
cancer

[188, 189]

SHP2 mutants RAS signaling hyperactivation Esophagus cancer [190]

DnaJB1-PKAcat fusion Tumorigenic cAMP signaling Atypical liver cancer fibrolamellar carcinoma [191]

DACT1 WNT signaling inhibition Breast and prostate cancer [195]

Glycogen compartments G6PC YAP signaling activation Liver cancer [194]

Stress granules YB1 Cell proliferation Sarcoma [196]

KRAS mutants Chemoresistance Pancreatic cancer [198]

DDX3X Tumorigenesis Medulloblastoma [276]

mTORC1 Cancer cell survival Multiple cancer types [135, 200]

Astrin Protect cancer cells from apoptosis Breast and lung cancer [199]

Amyloid bodies rIGSRNA Tumor growth repression Breast, lung, and prostate cancer [202]

Perinucleolar compartments PNCTR Malignant transformation of cancer cells Multiple cancer types [204]

Nuclear speckles SPOP mutants Defect in oncoproteins degradation Prostate cancer [206]

Nuclear paraspeckles NEAT1 Chemoresistance Multiple cancer types [207]

Amyloid fibrils p53 mutants Oncogenicity transformation of p53 Multiple cancer types [208–210]

Heterochromatin HP1𝛼 Telomere elongation Breast cancer [9, 213]

Cajal bodies Telomeric RNA Telomere elongation Multiple cancer types [214–218]

PML bodies TRF2, RAD52 Telomere elongation Sarcoma [219–221]

DNA repair foci PARP1, FUS, TAF15, EWS DNA damage repair Multiple cancer types [28, 223]

MRN complex, 𝛾H2AX DNA damage repair Multiple cancer types [225, 226]

MRN complex, DilncRNAs DNA damage repair Multiple cancer types [226]

53BP1 DNA damage repair Multiple cancer types [227]

NP bodies NORAD, PUM1/2 DNA damage repair Colon cancer [230]

Transcription condensates CDK7, CDK12, CDK13 Oncogenic transcription Multiple cancer types [17, 274, 275]

YAP, TAZ Oncogenic transcription Breast cancer [236, 237]

ENL mutants Oncogenic transcription Wilms tumor [238]

EWS-FLI1 fusion Oncogenic transcription Ewing sarcoma [245]

AKAP95 Oncogenic transcription and splicing Multiple cancer types [239]

Super-enhancers TAL1 Leukemogenic genes transcription T cell leukemia [240]

BRD4, MED1 Oncogenic transcription Multiple myeloma, liposarcoma [241, 248]

HOXB8 Oncogenic transcription Osteosarcoma [242]

YTHDC1, m6A-mRNAs Gene transcription and mRNA processing Acute myeloid leukemia [243]

NUP98-HOXA9 fusion Leukemogenic genes transcription Leukemia [246]

FUS-CHOP Oncogenic transcription Myxoid liposarcoma [248]

coiled-coil domain-containing protein 6 (CCDC6)-rearranged
during transfection (RET) acquire multimerization domains
of EML4/CCDC6 and lose the ALK/RET membrane-targeting
sequence, forms de novo membraneless cytoplasmic granules.
These granules can serve as a subcellular platform to con-
centrate the RAS-activating complex GRB2/SOS1. Thus, RAS
signaling is activated in a lipid membrane-independent manner
(Figure 4A).[188,189] SH2 domain-containing protein tyrosine
phosphatase 2 (SHP2) is a major scaffold protein for RAS
activation. Both increased and decreased phosphatase activity in
SHP2 mutants can increase cancer risk. The explanation to this
illusive manifestation underlies the gained LLPS of SHP2. SHP2
mutants are endowed with an open conformation in its PTP
domain for LLPS capability. Meanwhile, additional wild-type

SHP2 is recruited and activated in LLPS to hyperactivate RAS
signaling.[190]

LLPS also allows key signaling pathway components to con-
centrate rapidly in the cytoplasm, as demonstrated by the
transduction of 3’,5’-cyclic adenosine monophosphate (cAMP)-
dependent protein kinase A (PKA) signaling.[191] PKA exists as
a tetrameric holoenzyme consisting of a regulatory (R) subunit
dimer and a pair of catalytic (C) subunits. The R subunit is a
cAMP receptor. Of the four non-redundant R subunits, RI𝛼 is
ubiquitously expressed and is necessary for proper PKA activity.
Aberrant RI𝛼 expression is correlated with tumorigenesis and tu-
mor growth.[192] RI𝛼 can undergo LLPS to form biomolecular
condensates that spatially sequester high cAMP levels and re-
tain high PKA activity in cells.[191] In fact, discretely positioned
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Figure 4. Misregulated signaling and transduction by LLPS in cancer. A) Left, membrane-dependent RAS activation. A series of LLPS events results in
RAS activation. Phosphorylated T cell receptor (TCR) activates the membrane kinase ZAP70, which then phosphorylates the tyrosine residues on linker
for the activation of T cells (LAT). In turn, LAT microclusters form through enriching growth factor receptor-bound protein 2 (GRB2) and GRB2-related
adaptor downstream of Shc (GADs). Subsequently, SOS1 is recruited for RAS activation. In addition, the actin effectors, non-catalytic region of tyro-
sine kinase (NCK), neural Wiskott-Aldrich syndrome protein (N‑WASP), and actin related protein (ARP) 2/3 complex can also be recruited for actin
filament assembly. Right. membrane-independent RAS overactivation. The oncogenic fusion protein, EML4-ALK or CCDC6-RET, obtains multimeriza-
tion domains of echinoderm microtubule-associated protein-like 4 (EML4) or coiled-coil domain-containing protein 6 (CCDC6). These proteins lose
membrane-targeting sequences of anaplastic lymphoma kinase (ALK) or rearranged during transfection (RET) to form de novo membraneless cyto-
plasmic condensates. The RAS-activating complexes GRB2/SOS1 are then concentrated in condensates, which leads to RAS overactivation. B) Upper,
physiological cAMP signaling. In normal cells, RI𝛼, a regulatory subunit of 3’, 5’-cyclic adenosine monophosphate (cAMP)-dependent protein kinase
A (PKA), is capable of forming condensates and acting as a dynamic cAMP buffer. PKA activity is retained in the PDE sink. Lower, tumorigenic cAMP
signaling. In fibrolamellar carcinoma, the native N-terminus of PKA-C𝛼 is replaced by the J-domain of DnaJB1. The resulting DnaJB1-PKAcat fusion
oncoprotein interferes with RI𝛼 LLPS, thus disrupting cAMP compartmentation by PDE. As a result, cAMP signaling is highly active.

phosphodiesterase (PDE) can function as a sink to compartmen-
talize cAMP in many cellular locations, thereby spatially and tem-
porally regulating cAMP dynamics.[193] In atypical liver cancer
fibrolamellar carcinoma, the oncoprotein fusion between DnaJ
Hsp40 member B1 (DnaJB1) and the PKA catalytic subunit (PKA-
cat), DnaJB1-PKAcat, which explicitly abolishes RI𝛼 LLPS and
leads to increased cAMP levels in PDE sinks and tumorigenic
cAMP signaling (Figure 4B).[191]

Aberrant LLPS has also been implicated in other misregulated
signal transduction pathways. Glucose 6-phosphatase (G6PC), a

regulator of hepatic glycogenolysis, is frequently downregulated
in premalignant liver lesions, leading to glycogen accumulation.
Condensed glycogen compartments are spontaneously formed
from accumulated glycogen by LLPS. Further observations in-
dicate that Laforin-macrophage stimulating 1/2 (MST1/2) com-
plexes assemble in glycogen liquid droplets to relieve MST1/2
inhibition on yes-associated protein (YAP), thereby promoting
malignant cell transformation.[194] Transforming growth fac-
tor 𝛽 (TGF-𝛽) functions as a main agitator of cancer invasion
and metastasis. The TGF-𝛽 target gene, the disheveled binding
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antagonist of 𝛽-catenin 1 (DACT1), forms biomolecular conden-
sates in the cytoplasm to sequester casein kinase 2 (CK2) and
repress WNT signaling. LLPS of DACT1 is critical for breast and
prostate cancer cell metastasis to bones, where DACT1 conden-
sates exist.[195]

5.2. Cancer Cell Fitness Advantage

Hypoxia, high levels of reactive oxygen species, high osmotic
stress conditions, acidosis, and nutrient starvation are typical mi-
croenvironment features in nearly all solid tumors due to the
high metabolic demands of tumor hyperproliferation, which lim-
its the available oxygen and blood supply.[179] Previous studies
indicate that adverse conditions can induce a cellular stress re-
sponse and trigger SGs assembly to protect cancer cells from
various stressors. SGs are formed by phase separation of core
proteins, mainly G3BP1.[27] Y-box binding protein 1 (YB1) is
highly expressed in human sarcomas and is correlated with can-
cer progression.[196] YB1 was shown to directly upregulate G3BP1
translation and promote SGs formation.[197] In addition, by stim-
ulating the secretion of the lipid signaling molecule, 15-deoxy-
Δ12,14 prostaglandin J2, KRAS mutations in pancreatic can-
cer cells enable paracrine SG elevation and confer resistance to
stress stimuli and chemotherapeutic agents.[198] ATPase activ-
ity in DDXs is essential for regulating RNA partitioning across
different condensate types.[178] DDX3X, a member of the RNA-
dependent DDX family, is implicated in RNA translation initia-
tion and SG assembly. In medulloblastoma, DDX3X mutations
impair RNA-stimulated ATP hydrolysis, which leads to SGs hy-
perassembly. Consequently, SGs assembly itself contributes to
broad translation inhibition. Thus, aberrant SGs assembly can
be considered a tumorigenesis stimulator.[178]

The activity of Mammalian target of rapamycin complex 1
(mTORC1) is required for cancer cell survival, whereas chronic
mTORC1 hyperactivation can sensitize cells to apoptosis. Thus,
mTORC1 activity must be counterbalanced.[199] Under oxidative
or heat stress, mTORC1 is sequestered in SGs. mTORC1 reac-
tivation is directed by SGs disassembly.[135,200] DYRK3 is a reg-
ulator of SGs formation. When stress is persistent, DYRK3 re-
mains inactive and condenses mTORC1 in SGs. Once the stress
is relieved, DYRK3 is activated by the chaperone protein HSP90,
which allows SG dissolution to release mTORC1 for signal-
ing by directly phosphorylating the mTORC1 inhibitor proline-
rich AKT substrate of 40 kDa (PRAS40).[135,201] Moreover, astrin,
which is highly expressed in breast and lung cancer, confines the
mTORC1 component raptor to SGs and restricts mTORC1 asso-
ciation during oxidative stimuli. mTORC1 activity is thereby in-
hibited, which rescues cancer cells from oxidative stress-induced
apoptosis.[199]

In addition, acidosis stress-induced nuclear amyloid bodies
can recruit proteins related to cell cycle progression and DNA
synthesis. As such, cell proliferation and DNA synthesis are
arrested, inducing cellular dormancy while remaining viable
in response to an acidotic tumor microenvironment.[202] Low-
complexity ribosomal intergenic RNA (rIGSRNA) drives the for-
mation of amyloid bodies.[203] Further, tumor growth was re-
covered upon silencing rIGS28RNA.[202] A lncRNA PNCTR is
markedly upregulated in multiple cancer cells. PNCTR can re-

cruit and sequester pyrimidine tract-binding protein (PTBP1) in
a kind of nuclear body, perinucleolar compartment, via its hun-
dreds of PTBP1-specific motifs. By this way, PNCTR antagonizes
PTBP1 splicing activity and drive the malignant transformation
of cells.[204]

5.3. Evading Growth Arrest

Evading growth suppression conducted by endogenous tumor
suppressors is an alternative way to accelerate cell growth.[179]

The tumor suppressor SPOP is a substrate adaptor of cullin3-
RING ubiquitin ligase (CRL3). SPOP recruits several onco-
proteins, such as steroid receptor coactivator 3 (SRC3), mye-
locytomatosis oncogene (MYC), death domain-associated pro-
tein (DAXX), androgen receptor (AR), and GLI3 (GLI fam-
ily zinc finger 3). etc., to CRL3 for ubiquitination and protea-
somal degradation.[205] Additionally, SPOP is localized in liq-
uid nuclear speckles, which retain their ubiquitination activ-
ity. Higher-order SPOP oligomerization and multivalent inter-
actions between SPOP and its substrates cooperatively trigger
SPOP LLPS.[61,206] Typical mutations in SPOP disrupt phase sepa-
ration and DAXX ubiquitination in prostate cancer,[206] implying
that defects in SPOP LLPS result in oncoprotein accumulation.

p53 is the most frequently studied tumor suppressor. p53
induces nuclear paraspeckle assembly by directly upregulat-
ing the scaffold lncRNA nuclear-enriched abundant transcript
1 (NEAT1) in response to various oncogenic stimuli.[115,116] The
paraspeckles act as tumor suppressors downstream of p53 to
prevent early-stage neoplasia.[115] During tumor progression,
paraspeckles are involved in chemoresistance, wherein NEAT1
promotes ataxia telangiectasia and Rad3-related (ATR) signaling
activation in response to replication stress. Besides, paraspeckle
formation establishes a negative feedback loop to attenuate p53
signaling.[207] Further studies indicate that oncogenic p53 trans-
formation is associated with fibril formation of p53 mutants in
cancers.[208–210] For instance, the p53 R175H mutant, which has
the highest occurrence in cancer patients, accelerates its aggrega-
tion and fibril formation. This state transition largely attributes to
functional antitumor inactivation and oncogenicity transforma-
tion of p53.[209] Similarly, the p53 R248Q mutant, the most com-
mon mutant found in breast cancers and is ranked among the
strongest predictors of poor outcomes in ovarian cancer, forms
mesoscopic protein-rich clusters in cancer cells. Consequently,
p53 R248Q clusters facilitate amyloid fibril nucleation.[210]

5.4. Telomere Maintenance

Telomeres are nucleoprotein structures formed by repetitive se-
quences of noncoding DNA and bound proteins at the end of
the eukaryotic chromosome. Telomere structure is critical for
genome stability by preventing chromosome end repair and
degradation. Indeed, telomeres in normal somatic cells are pro-
gressively shortened by semiconservative DNA replication af-
ter each division cycle, eventually resulting in cell senescence
or apoptosis.[179] Oncogenic transformation can take advan-
tage of telomere maintenance mechanisms (TMM) to achieve
immortality.[211,212] An increasing number of studies show that
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LLPS widely participates in TMM and counteracts the deleteri-
ous effects of telomere shortening caused by an accelerated cell
cycle in cancer cells. LLPS of HP1𝛼 is essential for forming liquid-
like heterochromatin domains and establishing telomeric silent
chromatin by rapidly compacting DNA strands into puncta.[9,213]

Thus, telomeric silencing favors dynamic telomere elongation.
Of the two TMMs, one depends on telomerase activity that is

present in gametes, stem cells, and tumor cells. Human telom-
erase consists of a telomerase reverse transcriptase (hTERT)
that is capable of synthesizing telomeric repeats de novo that
lengthens a shortened telomere using telomeric RNA (hTR) as
a template.[211,212] hTR can localize and accumulate in Cajal bod-
ies in cancer cells via its CAB box signal.[214,215] What is more,
over 25% of telomeres with increased hTR colocalize with Ca-
jal bodies,[216] thereby facilitating hTERT recruitment and telom-
ere elongation.[217] Telomerase-dependent telomere extension is
attenuated by mutating CAB box.[218] These studies support the
importance of Cajal bodies in telomerase-dependent telomere ex-
tension.

Another TMM is recombination-based ALT, which is employed
by telomerase-deficient cancer cells and sarcomas. In the ALT
mechanism, telomere elongation components, mainly the shel-
terin protein TATA-binding protein (TBP)-related factor 2 (TRF2)
and several DNA repair proteins such as recombinase RAD52
and Bloom syndrome helicase, are partitioned into PML bod-
ies on telomeres to form APBs.[219,220] Telomeres cluster in the
APB and elongate via mitotic DNA synthesis.[221] Most APB com-
ponents are marked by SUMOylation, SIM domains, or both.
Therefore, APB behaves as a liquid-like condensate that clusters
telomeres in an SUMO-SIM-dependent manner.[163]

5.5. DNA Damage and Phase Separation-Driven DNA Repair Foci

DNA damage events occur continuously in all organisms caused
by several exogenous and endogenous stimuli. DNA damage can
potentially have devastating effects on genomic instability, ulti-
mately leading to cancer. Hence, a set of robust DNA damage re-
pair (DDR) systems have evolved to deal with DNA damage.[222]

Recent studies demonstrated that transient and reversible con-
densates form at DNA repair foci to concentrate repair proteins
and induce repair signaling. As exemplified in DNA damage sen-
sor PARP1-seeded liquid demixing, long PAR chains are syn-
thesized by PARP1 at DNA damage sites. Then, FET proteins
(FUS, TAF15, and EWS) are assembled to initiate DNA repair
condensates.[28,223] FUS then attracts DDR factors including ATP-
dependent DNA helicase II subunit 2 (KU80), Nijmegen break-
age syndrome protein 1 (NBS1), p53 binding protein 1 (53BP1),
and splicing factor proline and glutamine-rich (SFPQ) to the
DDR foci (Figure 5).[224]

Cells also utilize a different system for DDR via LLPS, i.e.,
meiotic recombination 11 (MRE11)-RAD50 double-strand break
repair protein (RAD50)-NBS1 (MRN) complexes formed repair
foci. The apical protein kinase ataxia-telangiectasia mutated
(ATM) is recruited by MRN complexes to phosphorylate H2A
histone family member X (H2AX), Then, the phosphorylated
H2AX (𝛾H2AX) promotes the accumulation of several proteins,
such as mediator of DNA damage checkpoint protein 1 (MDC1)
and 53BP1 at DDR foci.[225] Additionally, MRN complexes re-

Figure 5. Model of DNA repair foci. A) Poly(adenosine 5’-diphosphate-
ribose) polymerases (PARP)-mediated DNA repair. Upon DNA break for-
mation, PARylation is induced by PARP to recruit fused in sarcoma (FUS),
Ewing’s sarcoma oncoprotein (EWS), and TATA-box binding protein asso-
ciated factor 15 (TAF15), which drive DNA damage condensate assembly.
DDR factors including ATP-dependent DNA helicase II subunit 2 (KU80),
Nijmegen breakage syndrome protein 1 (NBS1), p53 binding protein 1
(53BP1), and splicing factor proline and glutamine-rich (SFPQ) are then
attracted to the DNA repair foci. B) Meiotic recombination 11 (MRE11)-
RAD50 double strand break repair protein (RAD50)-NBS1 (MRN) com-
plexes formed repair foci. The MRN complexes recruit the apical protein
kinase ATM for H2A histone family member X (H2AX) phosphorylation
(𝛾H2AX). Meanwhile, RNA polymerase II (RNAP II) is also recruited to
transcribe damage-induced long noncoding RNAs (dilncRNAs). Conse-
quently, these molecules drive the molecular crowding of DNA repair-
related proteins, including the mediator of DNA damage checkpoint pro-
tein 1 (MDC1) and 53BP1, for the assembly of DNA repair foci.

cruit RNAPII to transcribe damage-induced lncRNAs (dilncR-
NAs). DilncRNAs then drive the molecular crowding of DDR-
related proteins, including 53BP1, into DDR foci that exhibit
LLPS condensate properties.[226] Uncoupled from upstream DNA
damage detection and accumulation, 53BP1 confers LLPS behav-
ior to downstream repair effectors such as p53 and the p53 coac-
tivator USP28. Disruption of 53BP1 LLPS impairs p53 stability,
p21 induction, and consequently, cell cycle arrest in response to
DNA damage.[227] Thus, 53BP1 phase separation connects two
distinct condensates formed by DNA damage recognition factors
and repair effector assembly (Figure 5).

In response to DNA damage, the levels of noncoding RNA ac-
tivated by DNA damage (NORAD) increase for maintaining ge-
nomic stability through controlling the activity of RBPs.[228] The
RBP Pumilio proteins (PUM1 and 2) interact with and desta-
bilize a large set of gene transcripts required for DNA repair,
DNA replication, and mitosis.[229] Owing to the abundance of
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PUMs binding sites, NORAD can nucleate the formation of
PUM condensates (also termed NP bodies) to limit PUM activ-
ity by outcompeting thousands of other PUM-binding transcripts
in the human colon cancer. Therefore, NORAD-driven PUMs
phase separation provides a mechanism to maintain genomic
stability.[230] Additionally, NORAD also interacts with other DNA-
damage response component, RNA binding motif protein X-
linked (RBMX), through the strongest RBMX-binding site. NO-
RAD promotes RBMX-mediated assembly of a RBP complex,
term NORAD-activated ribonucleoprotein complex 1 (NARC1),
which contains the suppressors of genomic instability DNA
topoisomerase I, Aly/REF export factor, and the pre-mRNA pro-
cessing factor 19 (PRPF19)-cell division cycle 5 like (CDC5L)
complex.[231]

5.6. Oncogenic Transcriptional Condensates

Oncogenic dysregulation of transcription is a key driver of tu-
mor initiation and progression. This process is called “tran-
scriptional addiction.”[232] Many proteins participate in tran-
scription, including RNAPII, TFs, coactivators, and transcrip-
tion elongation factors. Transcriptional condensates formed by
LLPS offer a novel approach for understanding multimolecu-
lar assemblies.[233–235] Live-cell single-molecule imaging revealed
that TF LCDs condense into high-concentration hubs at genomic
loci. These condensates stabilize enhancer and promoter bind-
ing, recruit RNAPII, and efficiently initiate transcription. After
proceeding to the elongation stage, differential phosphorylation
by CDKs, especially CDK7 and CDK9, at the RNAPII carboxy-
terminal domain relocates RNAPII from the initiation conden-
sates to elongation condensates that contain elongation factors,
nascent RNA, and splicing factors (Figure 6).[136]

LCDs in the activation domains of octamer-binding tran-
scription factor 4 (OCT4) and general control nonderepress-
ible 4 (GCN4) promote condensate formation with the medi-
ators MED1 and MED15 to activate gene expression.[109] YAP
and Tafazzin family protein (TAZ) activate TFs in various can-
cer types, form condensates and enhance the expression of
YAP/TAZ-specific proliferation genes through LLPS.[236,237] The
TAZ condensates were shown as discrete nuclear puncta in
breast cancer samples, but not in normal breast samples.[237]

Moreover, small in-frame insertions or deletions in the YEATS
domain of eleven-nineteen lysine-rich leukemia (ENL) enable
ENL with greater self-association and discrete, dynamic nuclear
puncta formation in Wilms tumors. Such nuclear puncta func-
tionally provide hubs for high concentrations of regulatory fac-
tors and cancer-driven genes transcription.[238] The transcription
and splicing regulator, A kinase-anchoring protein 95 (AKAP95),
is frequently upregulated in multiple cancer types for promot-
ing cancer cell growth and suppressing oncogene-induced senes-
cence. AKAP95 activity in splicing regulation and tumorigenesis
is associated with condensate formation with proper liquidity and
dynamicity in the nucleus.[239]

Oncogene activation is often involved in the phase-separated
formation of superenhancers (SEs). SEs are enhancer clusters
that are occupied by numerous transcriptional enhancers and
regulatory elements that drive robust gene expression in multi-
ple cancers (Figure 6).[17] In T cell leukemia, heterozygous so-

Figure 6. LLPS in gene transcription. A) Transcriptional condensates.
Transcriptional condensates consist of initiation condensates and elonga-
tion condensates. Transcription factors (TFs) containing IDRs are prone
to phase separation. TFs bind to regulatory elements such as enhancers
and promoters to establish initiation condensates. Then, coactivators and
unphosphorylated RNAPIIs are recruited. RNAPIIs are phosphorylated at
the carboxy-terminal domain by cyclin-dependent kinases CDKs, which
launches the transition from initiation condensates to elongation conden-
sates. The elongation condensate is formed by phosphorylated RNAPIIs,
elongation factors, nascent RNA, and splicing factors. B) Super enhancers
(SEs). SEs are defined as clusters of enhancers enriched with TFs, coacti-
vators, and RNAPIIs that drive robust genes expression in carcinogenesis.

matic mutations of T-cell acute lymphocytic leukemia protein 1
(TAL1) oncogene enhancer can introduce novel binding motifs
for the TF myeloblastosis oncogene (MYB). By this way, a SE is
created to recruit additional transcriptional apparatus, including
the coactivator acetyltransferase CBP and core components of the
leukemic transcriptional complex that contains GATA-3, RUNX1,
and TAL1. Consequently, TAL1 oncogene is activated to promote
leukemogenic progression.[240] Oncogenic SEs have been identi-
fied in multiple myeloma cells. In contrast to regular enhancers,
bromodomain-containing 4 (BRD4) and MED1 co-occupy thou-
sands of enhancers (i.e., SEs) associated with active oncogenes,
including MYC.[241] Homeobox B8 (HOXB8) and FOS-like 1
(FOSL1), which are master TFs of core regulatory circuitry (CRC),
mediate liquid-like puncta formation of CRC in cell nuclei. In-
terfering with CRC phase separation via HOXB8 depletion or
pharmacological inhibition restrains chromatin accessibility at
SEs loci and disrupts RNAPII elongation of SE-driven genes. As
a result, osteosarcoma growth and metastasis are reduced.[242]

In addition, the m6A reader protein YTH domain containing 1
(YTHDC1) recognizes m6A-mRNAs and forms nuclear conden-
sates that are colocalized with nuclear speckles and SEs. These
results imply a key function of YTHDC1 in regulating gene tran-
scription and mRNA processing. An actual study demonstrated
that YTHDC1 condensates protect oncogene mRNA from degra-
dation. Compared to normal blood cells, YTHDC1 condensates
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Figure 7. Gained LLPS of fusion oncoproteins drive oncogenes overactivation. The structural features of the two typical fusion oncoprotein EWS-FLI1
and NUP98-HOXA9 are shown on the left. Both oncoproteins are endowed with LLPS and transcription regulatory element binding ability. A) In Ewing
sarcoma (EWS), EWS-FLI1 establishes condensates at tumor-specific GGAA repeat microsatellites and specifically recruit BRG1/BRM-associated factor
(BAF) complexes for oncogenes transcription. B) In leukemia, NUP98-HOXA9 occupies chromatin and forms SEs-like condensates which promotes
leukemogenesis. EWSR1, EWS RNA binding protein 1; FLI1, friend leukemia virus integration site 1; NUP98, Nucleoporin 98 kDa; HOXA9, Homeobox
A9; DHR, degenerate hexapeptide repeat; RBD, RNA binding domain; AD, activation domain; DBD, DNA-binding domain.

are more abundant in acute myeloid leukemia (AML) cells to
maintain cell survival and an undifferentiated myeloid state.[243]

5.7. LLPS of Fusion Oncoproteins Drives Oncogene
Overactivation

Gene fusion results from merging distinct genes or gene
fragments via structural chromosomal rearrangements. Many
oncoproteins generated by gene fusion are strong drivers
of tumorigenesis.[244] Intriguingly, gain of LLPS ability has
been implicated in the cancer pathology of such fusion
oncoproteins.[188,245] In Ewing sarcoma, the well-characterized
oncoprotein EWS-FLI1, which is produced by the fusion of the
N-terminal IDRs of EWS RNA binding protein 1 (EWSR1) and
the DNA-binding domain of friend leukemia virus integration
site 1 (FLI1), acquires LLPS ability compared to wild-type FLI1.
BRG1/BRM-associated factor (BAF) complexes are then specifi-
cally recruited by EWS-FLI1 to tumor-specific GGAA repeat mi-
crosatellites for target oncogenes transcription (Figure 7A).[245]

Another remarkable example of fusion oncoproteins is
NUP98-HOXA9, which is recurrently detected in leukemia. This
oncoprotein is the fusion of N-terminal FG repeats in the nu-
cleoporin 98 kDa (NUP98) and the chromatin targeting the
homeodomain of homeobox A9 (HOXA9). NUP98-HOXA9 is
capable of establishing phase-separated assemblies to enhance
chromatin occupancy at leukemogenic genes and form SEs-like

binding patterns, thereby inducing leukemic transformation in
mouse hematopoietic stem and progenitor cells. When pheny-
lalanine in the chimeric FG repeats is substituted with serine,
NUP98-HOXA9 abolishes IDRs and loses LLPS and tumori-
genic activity (Figure 7B).[246] In line with this observation, other
leukemogenic NUP98 fusions also recruit similar transcriptional
machinery into biomolecular condensates.[247] Furthermore, the
oncogenic TF FUS-CCAAT/enhancer binding protein homolo-
gous protein (CHOP) is localized in small nuclear puncta and
colocalizes with the SE marker BRD4 in myxoid liposarcoma.[248]

6. Novel Therapeutics Underlying Phase
Separation

With the progression in understanding of LLPS biology in cancer,
the feasibility of developing new cancer therapeutics has been
proposed despite challenges exist. Rationally, two approaches
have been adopted. One is to directly disrupt condensate for-
mation by IDRs or physicochemical properties. The other is to
selectively regulate LLPS proteins, such as PTMs (Figure 8 and
Table 2).[249,250]

6.1. Disrupting Condensate Formation

In traditional targeted therapies, the protein regions for interven-
tion typically have clearly defined secondary and tertiary struc-
tures. However, the inherent thermodynamic instability of IDRs,
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Figure 8. Proposed strategies to develop new cancer therapeutics by tar-
geting biomolecular condensates. As illustrated in main text and listed in
Table 2, the strategies include: A) Targeting intrinsically disordered regions
(IDRs) that drive condensates formation; B) decondensation or reconden-
sation dependent on the function of condensation, for example, by directly
regulating the physiochemical properties of condensates; C) drug parti-
tioning to concentrate drugs in condensates and increase treatment effi-
ciency; and D) disrupting the modifications of condensate components,
such as PTMs-related enzymes or PTMs themselves, to affect condensates
formation.

which mediates condensate formation, has long been considered
undruggable.[251] Recent studies showed that small molecules
bind to the IDRs of the oncogenic TFs MYC, c-FOS, EWS-FLI1,
TAF2, and p53.[251,252] For example, a tin-based metal cluster as
identified as a selective inhibitor that binds to an IDR within the
TAF2 subunit of TFIID.[252] IIA4B20, IIA6B17, and mycmycin-
1/2 are highly specific for MYC and effectively inhibit MYC-
induced malignant cell transformation.[253,254] YK-4-279, which
binds to a large IDR in EWS-FLI1, blocks interactions between
EWS-FLI1 and RNA helicase A to reduce EWS cell growth.[255]

p53 mutants tend to form aggregates and thus lose tumor-
antagonizing ability. PRIMA-1 and its structural analog, APR-
246, which are p53 reactivators, prevent mutant p53 aggregation
and reverse the resulting amyloid state in cancer cells.[256] In
addition, the peptides ReACp53, polyarginine, and its analogs
halt p53 mutant amyloid formation and rescue p53 inhibition in
cancer cells.[257,258] The highly disordered steroid receptor coac-
tivator 1 (SRC1) colocalizes with YAP-transcriptional enhancer
factor domain family member (TEAD) in phase-separated
transcriptional condensates. The anti-HIV drug elvitegravir
directly binds to SRC1 and effectively inhibits YAP oncogene
transcription by disrupting SRC1 LLPS in SRC1/YAP/TEAD
condensates.[259]

As for disrupting physicochemical properties, the aliphatic al-
cohol 1,6-hexanediol (HDO) can dissolve many condensates by
destroying weak hydrophobic protein-protein or protein-RNA in-

teractions. Nevertheless, the non-selectivity and cytotoxicity of
HDO restrict its application.[79,260] Therefore, rather than general
solvent, molecules that can be partitioned into cancer-specific
condensates to alter their properties are preferentially pursued.
In a pioneering study, anti-cancer compounds including the
broad-spectrum chemotherapeutic agent cisplatin, the topoiso-
merase inhibitor mitoxantrone, the estrogen antagonist tamox-
ifen, the CDK7 inhibitor THZ1, and the BRD4 inhibitor JQ1 were
highly partitioned into SE-associated biomolecular condensates,
which enhance their activity.[261] This type of partition is irrele-
vant of molecular targets, whereas 𝜋–𝜋 or 𝜋–cation interactions
are physicochemical properties that favor molecule partitioning.
Interestingly, cisplatin exerts anti-cancer activity by dissolving
SEs, indicating that changes in condensate properties may im-
prove therapeutic outcomes.[261]

Another relevant research direction is to reverse the SG-
mediated initiation of breast cancer. C108, a lead compound
from a high-throughput drug screen, alleviates the function
of the SGs core component G3BP2 in breast cancer initia-
tion and enhances the therapeutic efficacy of chemotherapeu-
tic agents.[262] Microtubule integrity is essential for SGs assem-
bly. The microtubule-depolymerizing drug vinblastine can trig-
ger SGs disappearance in cells.[263] Additionally, the antioxidants
lipoamide and lipoic acid promote the propensity of FUS-related
SGs to dissolve.[264] Bis-ANS and similar compounds are po-
tent modulators of TDP43 condensates with biphasic activity.
These compounds strongly promote LLPS at low concentra-
tions due to their bivalence and highly hydrophobic naphthalene
groups, whereas their negatively charged moieties disrupt liq-
uid droplets via electrostatic repulsion-driven decondensation at
higher concentrations.[265] The intrinsic features of these com-
pounds provide some bases for designing more potent and selec-
tive compounds to modulate physicochemical properties of con-
densates. Reciprocally, determining the physicochemical princi-
ples of specific cellular condensates will lead to selective com-
pound design.

An exceptional anticancer strategy is to promote condensate
formation, i.e., recondensation. PML-retinoic acid receptor 𝛼

(RARA) fusion proteins have dominant-negative effects on PML
body assembly and cause transcriptional repression of differen-
tiation genes in acute promyelocytic leukemia (APL). Restoring
PML nuclear bodies by empirically discovered drugs, all-trans-
retinoic acid, and/or arsenic trioxide is the mechanism underly-
ing effective APL treatment.[266]

Furthermore, considering the importance of specific RNA-
driven formation of aberrant biomolecular condensates in can-
cer pathogenesis as mentioned above, it was proposed recently
to develop novel cancer therapeutics, specifically in clinical set-
tings, through targeting selected RNAs and thereby modulat-
ing phase separation using RNA silencing technology, such as
antisense oligonucleotide, RNA interference (RNAi), clustered
regularly interspaced short palindromic repeats (CRISPR)/Cas
system.[267,268]

6.2. Targeting the Modifications of Condensate Components

As aforementioned, PTMs in constituent proteins can affect
LLPS dynamics, making this process an attractive intervention
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Table 2. Therapeutic targeting of condensates in cancer.

Strategy Reagent Target Effects Refs

Targeting IDRs Tin-based metal cluster TAF2 subunit of TFIID Inhibit transcription initiation [252]

IIA4B20, IIA6B17, mycmycin-1/2 c-MYC Inhibit MYC-induced cell malignant
transformation

[253, 254]

YK-4-279 EWS-FLI1 fusion Block the interaction of EWS-FLI1 and RNA
helicase A and reduce EWS cells growth

[255]

PRIMA-1, APR-246, ReACp53,
Polyarginine

p53 mutants Halt p53 mutants amyloid formation [256–258]

Elvitegravir SRC1 Inhibit YAP oncogenic transcription [259]

Decondensation or
recondensation

1, 6-hexanediol (HDO) General solvent Dissolve condensates directly [79, 260]

Lipoamide, Lipoic acid General solvent Dissolve FUS-related SGs [264]

Bis-ANS Modulators of TDP-43
condensates

Biphasic activity depends on the concentration [265]

C108 G3BP2 Reverse SGs-mediated initiation of breast
cancer

[262]

Vinblastine Microtubule Dissolve SGs [263]

All-trans retinoic acid, Arsenic
trioxide

PML-RARA fusion Recover PML bodies in acute promyelocytic
leukemia

[266]

RNA silencing technology RNAs RNA-driven formation of aberrant
biomolecular condensates

[267]

Drug partition Tamoxifen, Cisplatin, THZ1, JQ1 SEs Actively partition into SEs and enhance the
therapeutic activity

[261]

Disrupting the modifications Olaparib PARP1/2 Impairs PARylation-related DNA repair
condensates

[159]

GSK-626616 DYRK3 Inhibit PRAS40 phosphorylation and restrain
mTORC1 signaling in SGs

[135, 269]

SI-2 NSD2 Abolish SRC3 methylation and sensitize
bortezomib treatment

[271]

JQ1 BRD4 Release the Mediator complex from SEs [272]

SGC0946 DOT1L Inhibit histone H3K79 methylation and histone
H4 acetylation

[273]

THZ1 CDK7 Inhibit RNAPII phosphorylation [17, 274]

THZ531 CDK12 and CDK13 Inhibit RNAPII phosphorylation [275]

window. PARP1/2 inhibition by olaparib impairs PARylation-
related DNA repair condensates formation and DDR.[159] DYRK3
kinase functions as a central dissolvase of multiple cellular con-
densates during mitosis. The DYRK3 inhibitor GSK-626616 en-
ables recondensation in cells.[269] DYRK3 activity is also required
for SGs dissolution to release mTORC1.[135] Hence, DYRK3 in-
hibitors can restrain mTORC1 signaling. Parallel to DYRK3,
CK2 represents another interesting target that is linked to SG
disassembly via phosphorylation of the SGs-nucleating protein
G3BP1.[270] Histone methyltransferase NSD2-mediated LLPS of
SRC3 delivers bortezomib resistance in multiple myeloma. In-
hibitor SI-2 abolishes SRC3 LLPS and sensitizes bortezomib
treatment.[271] These studies suggest that targeting disease-
related PTM enzymes that regulate LLPS is feasible and bene-
ficial.

BRD4 and CDKs are core regulators of SEs and transcrip-
tion condensates that serve as targets for repressing onco-
gene transcription.[17] For example, BRD4 inhibition by JQ1 re-
leases the mediator complex from a subset of SEs that drives
leukemogenesis gene expression in AML.[272] In mixed-lineage

leukemia (MLL), the disruptor of telomeric silencing 1-like
(DOT1L) can induce histone H3K79 methylation, which in
turn facilitates histone H4 acetylation and BRD4 binding at
SEs. Dual inhibition of DOT1L and BRD4 by SGC0946 and
I-BET, respectively, results in dramatic synergistic effects on
MLL inhibition.[273] THZ1 treatment inhibits CDK7-mediated
RNAPII phosphorylation and elongation factor recruitment, thus
repressing oncogenes transcription, which maintains tumor cell
identity and proliferation.[17,274] The CDK12 and CDK13 covalent
inhibitor THZ531 reduces RNAPII hyperphosphorylation and
transcription elongation. Concurrently, THZ531 substantially de-
creases DDR-related gene expression and induces apoptosis in
leukemia.[275]

The DDX family is critical for RNA metabolism from tran-
scription to degradation in most living organisms. Most of
these proteins are essential modulators of cellular protein-RNA
condensate formation, including SGs, P bodies, and P gran-
ules, etc. Abnormal DDXs expression is associated with cancer
development, proposing them as attractive targets for cancer
therapy.[178,276] In particular, the DDX3X inhibitors RK-33 and
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Table 3. The current status of LLPS and the concepts for future study.

Current status The concepts and future directions

• How it occurs:
Multivalent interactions; Folded-folded domains; IDR-IDR domains; Folded-IDR domains;
Nucleic acids-protein; Nucleic acids-Nucleic acids.[14,37,38,43,44]

• How it is regulated:
Local abundance of MLOs core components; Post-translational modifications (PTMs);
RNA and DNA modifications; Non-equilibrium tuning by energy input; Physicochemical
conditions (pH, salt ionic strength, temperature).[114,123,164,298]

• Biological functions:
Reaction crucible; Sequestration; Organizational hub; Specific transport.[19,114,299,300]

• The physicochemical properties of condensates and their connection to
biological functions;

• The functional differences between LLPS-formed assemblies and
canonical protein complexes

• The all constituents in each type of condensate;
• Factors that contribute to the dynamic condensation and

decondensation;
• The communication between different condensates;
• The internal structures of condensates in living cells, tissues, and even

organisms.

NZ51, the eIF4A inhibitors silvestrol, hippuristanol, CR-1-31-B,
and pateamine A, and the phosphorylated DDX5 inhibitor RX-
5902 exhibit anti-cancer activity.[277] However, whether their an-
ticancer activity is linked to condensates regulation needs to be
further explored.

7. Concluding Remarks

Biomolecular condensates or MLOs formed by LLPS function
as cellular machinery for organizing fundamental biological
reactions and processes. In this review, we discussed the current
status of biological LLPS, how it occurs, and how it is regulated.
However, most of the current research on phase-separated
condensates in cells focuses on the descriptive phenomenon and
biological functions, rather than the most basic physicochemical
processes. We are thus far from fully understanding this com-
plex field. Matching these physical and chemical properties with
biological functions will be an important direction for future
research. Furthermore, there are some questions remain elu-
sive. What are the functional differences between LLPS-formed
assemblies and canonical protein complexes? What are the all
constituents in each type of condensate and which of them are es-
sential? Which factors do contribute to the dynamic condensation
and decondensation? What are the physicochemical differences
between the inner and outer condensate layers? Whether and
how do different condensates communicate? How to interrogate
the internal structures of condensates in living cells, tissues,
and even organisms (Table 3)?

Phase separation is a rather complex process that needs inter-
disciplinary collaboration to address these questions. There re-
main several limitations and challenges for studying biomolecu-
lar condensates in cells. Current approaches mainly depend on
fluorescence microscopy to observe the mesoscopic properties
(size, shape, viscoelasticity) of condensates. A major challenge
is developing novel conceptual approaches, tools, and probes to
induce, inhibit, or alter the physicochemical properties of spe-
cific condensates. Several optogenetic tools have been developed
for controlling critical parameters and thus inducing intracellu-
lar phase separation spatiotemporally.[63,278–280] However, the con-
clusion to the experiment output should be drawn cautiously be-
cause of the exogenous introduction of tools. In addition, some
microfluidic devices are employed for measuring nucleation ki-
netics by swiftly and precisely operating temperature, pressure,
salt, pH, and shear force.[281,282] Accordingly, developing and ap-

plying microfluidic techniques will offer a new direction for ex-
ploring the LLPS kinetics and molecular driving forces. Chemical
probes are widely used for studying dynamic processes within liv-
ing cells. Similarly, rational design of condensates-specific probes
will be helpful for real-time identifying and tracing LLPS state in
living cells, or even in organisms with the assistance of single-
molecule ultrahigh resolution imaging. Moreover, in combina-
tion with the development of advanced high-resolution imag-
ing mass spectrometry, a quantitative understanding of biophys-
ical/physiochemical properties of condensates will be achieved
using probes.

Meanwhile, we also outlined the outcomes of aberrant phase
separation in many cancers and potential therapeutics. Answer-
ing the above questions will improve our understanding of how
physiological condensates convert to pathological condensates in
cancer and other diseases. It is optimistic to envision that future
in-depth investigations into cancer-associated phase separation
and condensates will revolutionize our therapeutic applications
in cancer.

Acknowledgements
The authors apologize to those researchers whose related works were
not able to cite in this review. The current work was supported by
a special program from the Ministry of Science and Technology of
China (2021YFA1101000), the Chinese National Natural Science Funds
(U20A20393, U20A201376, 32125016, 31701234, 91753139, 31925013,
31671457, 31870902, 32070907, 32100699 and 31871405), the Zhejiang
Natural Science Fund (LD19C070001) and Jiangsu National Science Foun-
dation (19KJA550003).

Conflict of Interest
The authors declare no conflict of interest.

Author Contributions
J.R. and Z.Z. contributed equally to this work. J.R. conceived and drafted
the manuscript. Z.Y.Z. and Z.Z. collected the information and summa-
rized the Table. F.Z. and L.Z. provided valuable discussion and revised the
manuscript. The authors read and approved the final manuscript.

Keywords
biomolecular condensates, cancer, novel therapeutics, phase separation

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (17 of 23)



www.advancedsciencenews.com www.advancedscience.com

Received: May 15, 2022
Revised: August 26, 2022

Published online: September 18, 2022

[1] Y. G. Zhao, H. Zhang, Dev. Cell 2020, 55, 30.
[2] S. Alberti, Curr. Biol. 2017, 27, R1097.
[3] T. Pederson, Cold Spring Harbor Perspect. Biol. 2011, 3, a000638.
[4] E. Zacharias, Bot. Ztg. 1885, 43, 257.
[5] J. B. Woodruff, A. A. Hyman, E. Boke, Trends Biochem. Sci. 2018, 43,

81.
[6] Z. Nizami, S. Deryusheva, J. G. Gall, Cold Spring Harbor Perspect.

Biol. 2010, 2, a000653.
[7] J. Y. Ong, J. Z. Torres, Mol. Cell 2020, 80, 9.
[8] A. E. Dodson, S. Kennedy, Dev. Cell 2020, 55, 4.
[9] A. G. Larson, D. Elnatan, M. M. Keenen, M. J. Trnka, J. B. Johnston,

A. L. Burlingame, D. A. Agard, S. Redding, G. J. Narlikar, Nature
2017, 547, 236.

[10] M. Feric, N. Vaidya, T. S. Harmon, D. M. Mitrea, L. Zhu, T. M.
Richardson, R. W. Kriwacki, R. V. Pappu, C. P. Brangwynne, Cell 2016,
165, 1686.

[11] D. L. Spector, A. I. Lamond, Cold Spring Harbor Perspect. Biol. 2011,
3, a000646.

[12] A. H. Fox, S. Nakagawa, T. Hirose, C. S. Bond, Trends Biochem. Sci.
2018, 43, 124.

[13] C. P. Brangwynne, C. R. Eckmann, D. S. Courson, A. Rybarska, C.
Hoege, J. Gharakhani, F. Jülicher, A. A. Hyman, Science 2009, 324,
1729.

[14] S. F. Banani, A. M. Rice, W. B. Peeples, Y. Lin, S. Jain, R. Parker, M.
K. J. C. Rosen, Cell 2016, 166, 651.

[15] E. W. J. Wallace, J. L. Kear-Scott, E. V. Pilipenko, M. H. Schwartz, P.
R. Laskowski, A. E. Rojek, C. D. Katanski, J. A. Riback, M. F. Dion, A.
M. Franks, E. M. Airoldi, T. Pan, B. A. Budnik, D. A. Drummond, Cell
2015, 162, 1286.

[16] L. Malinovska, S. Kroschwald, M. C. Munder, D. Richter, S. Alberti,
Mol. Biol. Cell 2012, 23, 3041.

[17] S. Sengupta, R. E. George, Trends Cancer 2017, 3, 269.
[18] S. F. Banani, H. O. Lee, A. A. Hyman, M. K. Rosen, Nat. Rev. Mol.

Cell Biol. 2017, 18, 285.
[19] Y. Shin, C. P. Brangwynne, Science 2017, 357, eaaf4382.
[20] E. M. Courchaine, A. Lu, K. M. Neugebauer, EMBO J. 2016, 35, 1603.
[21] C. P. Brangwynne, J. Cell Biol. 2013, 203, 875.
[22] A. A. Hyman, C. A. Weber, F. Jülicher, Annu. Rev. Cell Dev. Biol. 2014,

30, 39.
[23] S. Mehta, J. Zhang, Nat. Rev. Cancer 2022, 22, 239.
[24] S. Alberti, A. Gladfelter, T. Mittag, Cell 2019, 176, 419.
[25] C. P. Brangwynne, T. J. Mitchison, A. A. Hyman, Proc. Natl. Acad. Sci.

USA 2011, 108, 4334.
[26] S. Alberti, D. Dormann, Annu. Rev. Genet. 2019, 53, 171.
[27] A. Molliex, J. Temirov, J. Lee, M. Coughlin, A. P. Kanagaraj, H. J. Kim,

T. Mittag, J. P. Taylor, Cell 2015, 163, 123.
[28] A. Patel, H. O. Lee, L. Jawerth, S. Maharana, M. Jahnel, M. Y. Hein,

S. Stoynov, J. Mahamid, S. Saha, T. M. Franzmann, Cell 2015, 162,
1066.

[29] S. Jain, J. R. Wheeler, R. W. Walters, A. Agrawal, A. Barsic, R. Parker,
Cell 2016, 164, 487.

[30] J. R. Wheeler, T. Matheny, S. Jain, R. Abrisch, R. Parker, eLife 2016,
5, e18413.

[31] J. Fei, M. Jadaliha, T. S. Harmon, I. T. S. Li, B. Hua, Q. Hao, A. S.
Holehouse, M. Reyer, Q. Sun, S. M. Freier, R. V. Pappu, K. V. Pras-
anth, T. Ha, J. Cell Sci. 2017, 130, 4180.

[32] N. Kedersha, P. Ivanov, P. Anderson, Trends Biochem. Sci. 2013, 38,
494.

[33] J. A. West, M. Mito, S. Kurosaka, T. Takumi, C. Tanegashima, T.
Chujo, K. Yanaka, R. E. Kingston, T. Hirose, C. Bond, A. Fox, S. Nak-
agawa, J. Cell Biol. 2016, 214, 817.

[34] H. Yu, S. Lu, K. Gasior, D. Singh, S. Vazquez-Sanchez, O. Tapia, D.
Toprani, M. S. Beccari, J. R. Yates, S. Da Cruz, J. M. Newby, M. La-
farga, A. S. Gladfelter, E. Villa, D. W. Cleveland, Science 2020, 371,
eabb4309.

[35] N. Kedersha, G. Stoecklin, M. Ayodele, P. Yacono, J. Lykke-Andersen,
M. J. Fritzler, D. Scheuner, R. J. Kaufman, D. E. Golan, P. Anderson,
J. Cell Biol. 2005, 169, 871.

[36] L. D. Zarzar, V. Sresht, E. M. Sletten, J. A. Kalow, D. Blankschtein, T.
M. Swager, Nature 2015, 518, 520.

[37] P. Li, S. Banjade, H.-C. Cheng, S. Kim, B. Chen, L. Guo, M. Llaguno,
J. V. Hollingsworth, D. S. King, S. F. Banani, Nature 2012, 483, 336.

[38] T. W. Han, M. Kato, S. Xie, L. C. Wu, H. Mirzaei, J. Pei, M. Chen, Y.
Xie, J. Allen, G. Xiao, Cell 2012, 149, 768.

[39] T. J. Nott, E. Petsalaki, P. Farber, D. Jervis, E. Fussner, A. Plochowietz,
T. D. Craggs, D. P. Bazett-Jones, T. Pawson, J. D. Forman-Kay, Mol.
Cell 2015, 57, 936.

[40] S. C. Weber, C. P. J. C. Brangwynne, Cell 2012, 149, 1188.
[41] S. Edelstein, Biophys. J. 1980, 32, 347.
[42] E. W. Wallace, J. L. Kear-Scott, E. V. Pilipenko, M. H. Schwartz, P. R.

Laskowski, A. E. Rojek, C. D. Katanski, J. A. Riback, M. F. Dion, A. M.
Franks, Cell 2015, 162, 1286.

[43] S. Alberti, A. Gladfelter, T. J. C. Mittag, Cell 2019, 176, 419.
[44] D. W. Sanders, N. Kedersha, D. S. W. Lee, A. R. Strom, V. Drake, J.

A. Riback, D. Bracha, J. M. Eeftens, A. Iwanicki, A. Wang, M. T. Wei,
G. Whitney, S. M. Lyons, P. Anderson, W. M. Jacobs, P. Ivanov, C. P.
Brangwynne, Cell 2020, 181, 306.

[45] S. Boeynaems, E. Bogaert, D. Kovacs, A. Konijnenberg, E. Timmer-
man, A. Volkov, M. Guharoy, M. De Decker, T. Jaspers, V. H. Ryan,
A. M. Janke, P. Baatsen, T. Vercruysse, R. M. Kolaitis, D. Daele-
mans, J. P. Taylor, N. Kedersha, P. Anderson, F. Impens, F. Sobott,
J. Schymkowitz, F. Rousseau, N. L. Fawzi, W. Robberecht, P. Van
Damme, P. Tompa, L. Van Den Bosch, Mol. Cell 2017, 65, 1044.

[46] C. P. Brangwynne, P. Tompa, R. V. Pappu, Nat. Phys. 2015, 11, 899.
[47] E. Boke, M. Ruer, M. Wühr, M. Coughlin, R. Lemaitre, S. P. Gygi, S.

Alberti, D. Drechsel, A. A. Hyman, T. J. Mitchison, Cell 2016, 166,
637.

[48] C. W. Pak, M. Kosno, A. S. Holehouse, S. B. Padrick, A. Mittal, R. Ali,
A. A. Yunus, D. R. Liu, R. V. Pappu, M. K. Rosen, Mol. Cell 2016, 63,
72.

[49] J. A. Riback, C. D. Katanski, J. L. Kear-Scott, E. V. Pilipenko, A. E.
Rojek, T. R. Sosnick, D. A. Drummond, Cell 2017, 168, 1028.

[50] J. P. Brady, P. J. Farber, A. Sekhar, Y. H. Lin, R. Huang, A. Bah, T. J.
Nott, H. S. Chan, A. J. Baldwin, J. D. Forman-Kay, L. E. Kay, Proc.
Natl. Acad. Sci. USA 2017, 114, E8194.

[51] R. M. Vernon, P. A. Chong, B. Tsang, T. H. Kim, A. Bah, P. Farber, H.
Lin, J. D. Forman-Kay, eLife 2018, 7, e31486.

[52] W. Ning, Y. Guo, S. Lin, B. Mei, Y. Wu, P. Jiang, X. Tan, W. Zhang, G.
Chen, D. Peng, L. Chu, Y. Xue, Nucleic Acids Res. 2020, 48, D288.

[53] L. B. Case, X. Zhang, J. A. Ditlev, M. K. Rosen, Science 2019, 363,
1093.

[54] S. Banjade, M. K. Rosen, eLife 2014, 3, e04123.
[55] X. Su, J. A. Ditlev, E. Hui, W. Xing, S. Banjade, J. Okrut, D. S. King,

J. Taunton, M. K. Rosen, R. D. Vale, Science 2016, 352, 595.
[56] H. Sun, T. Hunter, J. Biol. Chem. 2012, 287, 42071.
[57] H. Tourrière, K. Chebli, L. Zekri, B. Courselaud, J. M. Blanchard, E.

Bertrand, J. Tazi, J. Cell Biol. 2003, 160, 823.
[58] T. Afroz, E.-M. Hock, P. Ernst, C. Foglieni, M. Jambeau, L. A. B. Gilh-

espy, F. Laferriere, Z. Maniecka, A. Plückthun, P. Mittl, P. Paganetti,
F. H. T. Allain, M. Polymenidou, Nat. Commun. 2017, 8, 45.

[59] T. H. Shen, H. K. Lin, P. P. Scaglioni, T. M. Yung, P. P. Pandolfi, Mol.
Cell 2006, 24, 331.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (18 of 23)



www.advancedsciencenews.com www.advancedscience.com

[60] M. D. Hebert, A. G. Matera, Mol. Biol. Cell 2000, 11, 4159.
[61] M. R. Marzahn, S. Marada, J. Lee, A. Nourse, S. Kenrick, H. Zhao, G.

Ben-Nissan, R.-M. Kolaitis, J. L. Peters, S. Pounds, W. J. Errington,
G. G. Privé, J. P. Taylor, M. Sharon, P. Schuck, S. K. Ogden, T. Mittag,
EMBO J. 2016, 35, 1254.

[62] W. Qu, Z. Wang, H. Zhang, Protein Cell 2020, 11, 202.
[63] Y. Shin, J. Berry, N. Pannucci, M. P. Haataja, J. E. Toettcher, C. P.

Brangwynne, Cell 2017, 168, 159.
[64] B. Xue, A. K. Dunker, V. N. Uversky, J. Biomol. Struct. Dyn. 2012, 30,

137.
[65] C. J. Oldfield, A. K. Dunker, Annu. Rev. Biochem. 2014, 83, 553.
[66] K. A. Burke, A. M. Janke, C. L. Rhine, N. L. Fawzi, Mol. Cell 2015, 60,

231.
[67] S. Alberti, R. Halfmann, O. King, A. Kapila, S. J. C. Lindquist, Cell

2009, 137, 146.
[68] J. Shorter, S. Lindquist, Nat. Rev. Genet. 2005, 6, 435.
[69] K. S. MacLea, E. D. Ross, Prion 2011, 5, 263.
[70] Z. M. March, O. D. King, J. Shorter, Brain Res. 2016, 1647, 9.
[71] 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, A. P. Kanagaraj, R.
Carter, K. B. Boylan, A. M. Wojtas, R. Rademakers, J. L. Pinkus, S. A.
Greenberg, J. Q. Trojanowski, B. J. Traynor, B. N. Smith, S. Topp, A.-
S. Gkazi, J. Miller, C. E. Shaw, M. Kottlors, J. Kirschner, A. Pestronk,
Y. R. Li, A. F. Ford, A. D. Gitler, et al., Nature 2013, 495, 467.

[72] M. Kato, T. W. Han, S. Xie, K. Shi, X. Du, L. C. Wu, H. Mirzaei, E. J.
Goldsmith, J. Longgood, J. Pei, Cell 2012, 149, 753.

[73] Y. Lin, D. S. Protter, M. K. Rosen, R. Parker, Mol. Cell 2015, 60, 208.
[74] V. H. Ryan, G. L. Dignon, G. H. Zerze, C. V. Chabata, R. Silva, A. E.

Conicella, J. Amaya, K. A. Burke, J. Mittal, N. L. Fawzi, Mol. Cell 2018,
69, 465.

[75] D. S. W. Protter, B. S. Rao, B. Van Treeck, Y. Lin, L. Mizoue, M. K.
Rosen, R. Parker, Cell Rep. 2018, 22, 1401.

[76] M. P. Hughes, M. R. Sawaya, D. R. Boyer, L. Goldschmidt, J. A. Ro-
driguez, D. Cascio, L. Chong, T. Gonen, D. S. Eisenberg, Science
2018, 359, 698.

[77] F. Luo, X. Gui, H. Zhou, J. Gu, Y. Li, X. Liu, M. Zhao, D. Li, X. Li, C.
Liu, Nat. Struct. Mol. Biol. 2018, 25, 341.

[78] D. T. Murray, M. Kato, Y. Lin, K. R. Thurber, I. Hung, S. L. McKnight,
R. Tycko, Cell 2017, 171, 615.

[79] M. Kato, S. L. McKnight, Annu. Rev. Biochem. 2018, 87, 351.
[80] A. E. Conicella, G. H. Zerze, J. Mittal, N. L. Fawzi, Structure 2016, 24,

1537.
[81] R. Nelson, M. R. Sawaya, M. Balbirnie, A. Ø. Madsen, C. Riekel, R.

Grothe, D. Eisenberg, Nature 2005, 435, 773.
[82] S. A. Fromm, J. Kamenz, E. R. Nöldeke, A. Neu, G. Zocher, R.

Sprangers, Angew. Chem., Int. Ed. Engl. 2014, 53, 7354.
[83] S. Jonas, E. Izaurralde, Genes Dev. 2013, 27, 2628.
[84] W. M. Aumiller Jr, C. D. Keating, Nat. Chem. 2016, 8, 129.
[85] X. Zhang, Y. Lin, N. A. Eschmann, H. Zhou, J. N. Rauch, I. Hernan-

dez, E. Guzman, K. S. Kosik, S. Han, PLoS Biol. 2017, 15, e2002183.
[86] S. Boeynaems, A. S. Holehouse, V. Weinhardt, D. Kovacs, J. Van

Lindt, C. Larabell, L. Van Den Bosch, R. Das, P. S. Tompa, R. V.
Pappu, Proc. Natl. Acad. Sci. USA 2019, 116, 7889.

[87] H. Jiang, S. Wang, Y. Huang, X. He, H. Cui, X. Zhu, Y. Zheng, Cell
2015, 163, 108.

[88] J. Wang, J. M. Choi, A. S. Holehouse, H. O. Lee, X. Zhang, M. Jahnel,
S. Maharana, R. Lemaitre, A. Pozniakovsky, D. Drechsel, I. Poser, R.
V. Pappu, S. Alberti, A. A. Hyman, Cell 2018, 174, 688.

[89] S. Qamar, G. Wang, S. J. Randle, F. S. Ruggeri, J. A. Varela, J. Q.
Lin, E. C. Phillips, A. Miyashita, D. Williams, F. Ströhl, W. Meadows,
R. Ferry, V. J. Dardov, G. G. Tartaglia, L. A. Farrer, G. S. Kaminski
Schierle, C. F. Kaminski, C. E. Holt, P. E. Fraser, G. Schmitt-Ulms, D.
Klenerman, T. Knowles, M. Vendruscolo, P. St George-Hyslop, Cell
2018, 173, 720.

[90] E. P. Bentley, B. B. Frey, A. A. Deniz, Chemistry 2019, 25, 5600.
[91] S. Xiang, M. Kato, L. C. Wu, Y. Lin, M. Ding, Y. Zhang, Y. Yu, S. L.

McKnight, Cell 2015, 163, 829.
[92] D. T. Murray, X. Zhou, M. Kato, S. Xiang, R. Tycko, S. L. McKnight,

Proc. Natl. Acad. Sci. USA 2018, 115, E9782.
[93] S. E. Reichheld, L. D. Muiznieks, F. W. Keeley, S. Sharpe, Proc. Natl.

Acad. Sci. USA 2017, 114, E4408.
[94] M. Polymenidou, Science 2018, 360, 859.
[95] N. Gilks, N. Kedersha, M. Ayodele, L. Shen, G. Stoecklin, L. M. Dem-

ber, P. Anderson, Mol. Biol. Cell 2004, 15, 5383.
[96] H. Zhang, S. Elbaum-Garfinkle, E. M. Langdon, N. Taylor, P. Occhip-

inti, A. A. Bridges, C. P. Brangwynne, A. S. Gladfelter, Mol. Cell 2015,
60, 220.

[97] E. M. Langdon, Y. Qiu, A. Ghanbari Niaki, G. A. McLaughlin, C. A.
Weidmann, T. M. Gerbich, J. A. Smith, J. M. Crutchley, C. M. Termini,
K. M. Weeks, S. Myong, A. S. Gladfelter, Science 2018, 360, 922.

[98] I. Kwon, M. Kato, S. Xiang, L. Wu, P. Theodoropoulos, H. Mirzaei, T.
Han, S. Xie, J. L. Corden, S. L. McKnight, Cell 2013, 155, 1049.

[99] M. Altmeyer, K. J. Neelsen, F. Teloni, I. Pozdnyakova, S. Pellegrino,
M. Grøfte, M. D. Rask, W. Streicher, S. Jungmichel, M. L. Nielsen, J.
Lukas, Nat. Commun. 2015, 6, 8088.

[100] A. Jain, R. D. Vale, Nature 2017, 546, 243.
[101] A. Ciesiolka, M. Jazurek, K. Drazkowska, W. J. Krzyzosiak, Front. Cell

Neurosci. 2017, 11, 97.
[102] A. Khong, T. Matheny, S. Jain, S. F. Mitchell, J. R. Wheeler, R. Parker,

Mol. Cell 2017, 68, 808.
[103] B. Van Treeck, D. S. W. Protter, T. Matheny, A. Khong, C. D. Link, R.

Parker, Proc. Natl. Acad. Sci. USA 2018, 115, 2734.
[104] B. Van Treeck, R. Parker, Cell 2018, 174, 791.
[105] B. R. Sabari, A. Dall’Agnese, R. A. Young, Trends Biochem. Sci. 2020,

45, 961.
[106] D. Arias Escayola, K. M. Neugebauer, Biochemistry 2018, 57, 2462.
[107] R. S. Nozawa, T. Yamamoto, M. Takahashi, H. Tachiwana, R.

Maruyama, T. Hirota, N. Saitoh, Cancer Sci. 2020, 111, 3155.
[108] O. L. Kantidze, S. V. Razin, Nucleic Acids Res. 2020, 48, 4614.
[109] A. Boija, I. A. Klein, B. R. Sabari, A. Dall’Agnese, E. L. Coffey, A. V.

Zamudio, C. H. Li, K. Shrinivas, J. C. Manteiga, N. M. Hannett, B. J.
Abraham, L. K. Afeyan, Y. E. Guo, J. K. Rimel, C. B. Fant, J. Schuijers,
T. I. Lee, D. J. Taatjes, R. A. Young, Cell 2018, 175, 1842.

[110] H. Sutherland, W. A. Bickmore, Nat. Rev. Genet. 2009, 10, 457.
[111] C. S. Osborne, Clin. Cancer Res. 2014, 20, 296.
[112] M. Du, Z. J. Chen, Science 2018, 361, 704.
[113] A. Janssen, S. U. Colmenares, G. H. Karpen, Annu. Rev. Cell Dev. Biol.

2018, 34, 265.
[114] S. Boeynaems, S. Alberti, N. L. Fawzi, T. Mittag, M. Polymenidou, F.

Rousseau, J. Schymkowitz, J. Shorter, B. Wolozin, L. Van Den Bosch,
P. Tompa, M. Fuxreiter, Trends Cell Biol. 2018, 28, 420.

[115] S. S. Mello, C. Sinow, N. Raj, P. K. Mazur, K. Bieging-Rolett, D. K.
Broz, J. F. C. Imam, H. Vogel, L. D. Wood, J. Sage, T. Hirose, S. Nak-
agawa, J. Rinn, L. D. Attardi, Genes Dev. 2017, 31, 1095.

[116] C. Adriaens, L. Standaert, J. Barra, M. Latil, A. Verfaillie, P. Kalev,
B. Boeckx, P. W. G. Wijnhoven, E. Radaelli, W. Vermi, E. Leucci, G.
Lapouge, B. Beck, J. van den Oord, S. Nakagawa, T. Hirose, A. A.
Sablina, D. Lambrechts, S. Aerts, C. Blanpain, J.-C. Marine, Nat.
Med. 2016, 22, 861.

[117] S. Elbaum-Garfinkle, Y. Kim, K. Szczepaniak, C. C.-H. Chen, C. R.
Eckmann, S. Myong, C. P. Brangwynne, Proc. Natl. Acad. Sci. USA
2015, 112, 7189.

[118] M. M. Fay, P. J. Anderson, J. Mol. Biol. 2018, 430, 4685.
[119] T. M. Franzmann, M. Jahnel, A. Pozniakovsky, J. Mahamid, A. S.

Holehouse, E. Nüske, D. Richter, W. Baumeister, S. W. Grill, R. V.
Pappu, A. A. Hyman, S. Alberti, Science 2018, 359, eaao5654.

[120] Q. Li, M. R. Shortreed, C. D. Wenger, B. L. Frey, L. V. Schaffer, M.
Scalf, L. M. Smith, J. Proteome Res. 2017, 16, 1383.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (19 of 23)



www.advancedsciencenews.com www.advancedscience.com

[121] H. J. Dyson, Q. Rev. Biophys. 2011, 44, 467.
[122] L. M. Iakoucheva, P. Radivojac, C. J. Brown, T. R. O’Connor, J. G.

Sikes, Z. Obradovic, A. K. Dunker, Nucleic Acids Res. 2004, 32, 1037.
[123] I. Owen, F. Shewmaker, Int. J. Mol. Sci. 2019, 20.
[124] M. Hofweber, D. Dormann, J. Biol. Chem. 2019, 294, 7137.
[125] S. Ambadipudi, J. Biernat, D. Riedel, E. Mandelkow, M. Zweckstetter,

Nat. Commun. 2017, 8, 275.
[126] S. Wegmann, B. Eftekharzadeh, K. Tepper, K. M. Zoltowska, R. E.

Bennett, S. Dujardin, P. R. Laskowski, D. MacKenzie, T. Kamath,
C. Commins, C. Vanderburg, A. D. Roe, Z. Fan, A. M. Molliex, A.
Hernandez-Vega, D. Muller, A. A. Hyman, E. Mandelkow, J. P. Tay-
lor, B. T. Hyman, EMBO J. 2018, 37, 98049.

[127] B. Tsang, J. Arsenault, R. M. Vernon, H. Lin, N. Sonenberg, L. Y.
Wang, A. Bah, J. D. Forman-Kay, Proc. Natl. Acad. Sci. USA 2019,
116, 4218.

[128] N. Kedersha, M. D. Panas, C. A. Achorn, S. Lyons, S. Tisdale, T. Hick-
man, M. Thomas, J. Lieberman, G. M. McInerney, P. Ivanov, P. An-
derson, J. Cell Biol. 2016, 212.

[129] M. G. Andrusiak, P. Sharifnia, X. Lyu, Z. Wang, A. M. Dickey, Z. Wu,
A. D. Chisholm, Y. Jin, Neuron 2019, 104, 290.

[130] Z. Monahan, V. H. Ryan, A. M. Janke, K. A. Burke, S. N. Rhoads, G.
H. Zerze, R. O’Meally, G. L. Dignon, A. E. Conicella, W. Zheng, R. B.
Best, R. N. Cole, J. Mittal, F. Shewmaker, N. L. Fawzi, EMBO J. 2017,
36, 2951.

[131] A. Wang, A. E. Conicella, H. B. Schmidt, E. W. Martin, S. N. Rhoads,
A. N. Reeb, A. Nourse, D. R. Montero, V. H. Ryan, R. Rohatgi, F.
Shewmaker, M. T. Naik, T. Mittag, Y. M. Ayala, N. L. Fawzi, EMBO J.
2018, 37.

[132] O. A. Brady, P. Meng, Y. Zheng, Y. Mao, F. Hu, J. Neurochem. 2011,
116, 248.

[133] J. T. Wang, J. Smith, B. C. Chen, H. Schmidt, D. Rasoloson, A. Paix, B.
G. Lambrus, D. Calidas, E. Betzig, G. Seydoux, eLife 2014, 3, e04591.

[134] E. Louvet, H. R. Junéra, I. Berthuy, D. Hernandez-Verdun, Mol. Biol.
Cell 2006, 17, 2537.

[135] F. Wippich, B. Bodenmiller, M. G. Trajkovska, S. Wanka, R. Aeber-
sold, L. Pelkmans, Cell 2013, 152, 791.

[136] Y. E. Guo, J. C. Manteiga, J. E. Henninger, B. R. Sabari, A.
Dall’Agnese, N. M. Hannett, J. H. Spille, L. K. Afeyan, A. V. Zamu-
dio, K. Shrinivas, B. J. Abraham, A. Boija, T. M. Decker, J. K. Rimel,
C. B. Fant, T. I. Lee, I. I. Cisse, P. A. Sharp, D. J. Taatjes, R. A. Young,
Nature 2019, 572, 543.

[137] I. Ali, R. J. Conrad, E. Verdin, M. Ott, Chem. Rev. 2018, 118, 1216.
[138] M. Saito, D. Hess, J. Eglinger, A. W. Fritsch, M. Kreysing, B. T. Wein-

ert, C. Choudhary, P. Matthias, Nat. Chem. Biol. 2019, 15, 51.
[139] J. C. Ferreon, A. Jain, K. J. Choi, P. S. Tsoi, K. R. MacKenzie, S. Y. Jung,

A. C. Ferreon, Int. J. Mol. Sci. 2018, 19, 1360.
[140] C. A. Brunello, X. Yan, H. J. Huttunen, Sci. Rep. 2016, 6, 30498.
[141] B. A. Gibson, L. K. Doolittle, M. W. G. Schneider, L. E. Jensen, N.

Gamarra, L. Henry, D. W. Gerlich, S. Redding, M. K. Rosen, Cell 2019,
179, 470.

[142] M. T. Bedford, S. G. Clarke, Mol. Cell 2009, 33, 1.
[143] M. Evich, E. Stroeva, Y. G. Zheng, M. W. Germann, Protein Sci. 2016,

25, 479.
[144] P. Thandapani, T. R. O’Connor, T. L. Bailey, S. Richard, Mol. Cell 2013,

50, 613.
[145] N. Dolzhanskaya, G. Merz, J. M. Aletta, R. B. Denman, J. Cell Sci.

2006, 119, 1933.
[146] A. Stetler, C. Winograd, J. Sayegh, A. Cheever, E. Patton, X. Zhang,

S. Clarke, S. Ceman, Hum. Mol. Genet. 2006, 15, 87.
[147] M. Hofweber, S. Hutten, B. Bourgeois, E. Spreitzer, A. Niedner-

Boblenz, M. Schifferer, M. D. Ruepp, M. Simons, D. Niessing, T.
Madl, D. Dormann, Cell 2018, 173, 706.

[148] W. C. Tsai, S. Gayatri, L. C. Reineke, G. Sbardella, M. T. Bedford, R.
E. Lloyd, J. Biol. Chem. 2016, 291, 22671.

[149] W. H. Yang, J. H. Yu, T. Gulick, K. D. Bloch, D. B. Bloch, RNA 2006,
12, 547.

[150] K. Matsumoto, H. Nakayama, M. Yoshimura, A. Masuda, N.
Dohmae, S. Matsumoto, M. Tsujimoto, RNA Biol. 2012, 9, 610.

[151] L. Wang, Y. Gao, X. Zheng, C. Liu, S. Dong, R. Li, G. Zhang, Y. Wei,
H. Qu, Y. Li, C. D. Allis, G. Li, H. Li, P. Li, Mol. Cell 2019, 76, 646.

[152] C. Kaehler, A. Guenther, A. Uhlich, S. Krobitsch, Exp. Cell Res. 2015,
334, 114.

[153] F. De Leeuw, T. Zhang, C. Wauquier, G. Huez, V. Kruys, C. Gueydan,
Exp. Cell Res. 2007, 313, 4130.

[154] M. L. Wall, S. M. Lewis, J. Mol. Biol. 2017, 429, 295.
[155] M. Arribas-Layton, J. Dennis, E. J. Bennett, C. K. Damgaard, J. Lykke-

Andersen, Mol. Cell Biol. 2016, 36, 2226.
[156] Y. J. Lee, W. Y. Hsieh, L. Y. Chen, C. Li, J. Cell Biochem. 2012, 113,

2721.
[157] E. E. Alemasova, O. I. Lavrik, Nucleic Acids Res. 2019, 47, 3811.
[158] A. S. Mastrocola, S. H. Kim, A. T. Trinh, L. A. Rodenkirch, R. S. Tib-

betts, J. Biol. Chem. 2013, 288, 24731.
[159] A. S. Singatulina, L. Hamon, M. V. Sukhanova, B. Desforges, V. Joshi,

A. Bouhss, O. I. Lavrik, D. Pastré, Cell Rep. 2019, 27, 1809.
[160] M. Altmeyer, K. J. Neelsen, F. Teloni, I. Pozdnyakova, S. Pellegrino,

M. Grøfte, M.-B. D. Rask, W. Streicher, S. Jungmichel, M. L. Nielsen,
J. Lukas, Nat. Commun. 2015, 6, 8088.

[161] Y. Duan, A. Du, J. Gu, G. Duan, C. Wang, X. Gui, Z. Ma, B. Qian, X.
Deng, K. Zhang, L. Sun, K. Tian, Y. Zhang, H. Jiang, C. Liu, Y. Fang,
Cell Res. 2019, 29, 233.

[162] U. Sahin, O. Ferhi, M. Jeanne, S. Benhenda, C. Berthier, F. Jollivet, M.
Niwa-Kawakita, O. Faklaris, N. Setterblad, H. de Thé, V. Lallemand-
Breitenbach, J. Cell Biol. 2014, 204, 931.

[163] H. Zhang, R. Zhao, J. Tones, M. Liu, R. L. Dilley, D. M. Chenoweth,
R. A. Greenberg, M. A. Lampson, Mol. Biol. Cell 2020, 31, 2048.

[164] P. Boccaletto, M. A. Machnicka, E. Purta, P. Piatkowski, B. Baginski,
T. K. Wirecki, V. de Crécy-Lagard, R. Ross, P. A. Limbach, A. Kotter,
M. Helm, J. M. Bujnicki, Nucleic Acids Res. 2018, 46, D303.

[165] Y. Gao, G. Pei, D. Li, R. Li, Y. Shao, Q. C. Zhang, P. Li, Cell Res. 2019,
29, 767.

[166] R. J. Ries, S. Zaccara, P. Klein, A. Olarerin-George, S. Namkoong, B.
F. Pickering, D. P. Patil, H. Kwak, J. H. Lee, S. R. Jaffrey, Nature 2019,
571, 424.

[167] A. Khong, T. Matheny, T. N. Huynh, V. Babl, R. Parker, Nat. Commun.
2022, 13, 3735.

[168] A. E. Arguello, A. N. DeLiberto, R. E. Kleiner, J. Am. Chem. Soc. 2017,
139, 17249.

[169] L. Wang, M. Hu, M.-Q. Zuo, J. Zhao, D. Wu, L. Huang, Y. Wen, Y. Li,
P. Chen, X. Bao, M.-Q. Dong, G. Li, P. Li, Cell Res. 2020, 30, 393.

[170] M. Hondele, S. Heinrich, P. De Los Rios, K. Weis, Emerging Top. Life
Sci. 2020, 4, 331.

[171] H. Falahati, A. Haji-Akbari, Soft Matter 2019, 15, 1135.
[172] S. Ray, N. Singh, R. Kumar, K. Patel, S. Pandey, D. Datta, J. Mahato,

R. Panigrahi, A. Navalkar, S. Mehra, L. Gadhe, D. Chatterjee, A. S.
Sawner, S. Maiti, S. Bhatia, J. A. Gerez, A. Chowdhury, A. Kumar,
R. Padinhateeri, R. Riek, G. Krishnamoorthy, S. K. Maji, Nat. Chem.
2020, 12, 705.

[173] B. Guilhas, J.-C. Walter, J. Rech, G. David, N. O. Walliser, J. Palmeri,
C. Mathieu-Demaziere, A. Parmeggiani, J.-Y. Bouet, A. L.e Gall, M.
Nollmann, Mol. Cell 2020, 79, 293.

[174] B. R. Parry, I. V. Surovtsev, M. T. Cabeen, C. S. O’Hern, E. R.
Dufresne, C. Jacobs-Wagner, Cell 2014, 156, 183.

[175] M. C. Munder, D. Midtvedt, T. Franzmann, E. Nüske, O. Otto, M.
Herbig, E. Ulbricht, P. Müller, A. Taubenberger, S. Maharana, L. Ma-
linovska, D. Richter, J. Guck, V. Zaburdaev, S. Alberti, eLife 2016, 5,
https://doi.org/10.7554/elife.09347.

[176] A. Hubstenberger, C. Cameron, S. L. Noble, S. Keenan, T. C. Evans,
J. Cell Biol. 2015, 211, 703.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (20 of 23)



www.advancedsciencenews.com www.advancedscience.com

[177] A. Hubstenberger, S. L. Noble, C. Cameron, T. C. Evans, Dev. Cell
2013, 27, 161.

[178] M. Hondele, R. Sachdev, S. Heinrich, J. Wang, P. Vallotton, B. M. A.
Fontoura, K. Weis, Nature 2019, 573, 144.

[179] D. Hanahan, R. A. Weinberg, Cell 2011, 144, 646.
[180] D. Hanahan, Cancer Discovery 2022, 12, 31.
[181] H. Wu, Cell 2013, 153, 287.
[182] M. Bienz, Trends Biochem. Sci. 2014, 39, 487.
[183] J. A. Ditlev, A. R. Vega, D. V. Köster, X. Su, T. Tani, A. M. Lakoduk, R.

D. Vale, S. Mayor, K. Jaqaman, M. K. Rosen, eLife 2019, 8, e42695.
[184] W. Y. C. Huang, S. Alvarez, Y. Kondo, Y. K. Lee, J. K. Chung, H. Y. M.

Lam, K. H. Biswas, J. Kuriyan, J. T. Groves, Science 2019, 363, 1098.
[185] L. Balagopalan, R. L. Kortum, N. P. Coussens, V. A. Barr, L. E. Samel-

son, J. Biol. Chem. 2015, 290, 26422.
[186] L. B. Case, X. Zhang, J. A. Ditlev, M. K. Rosen, Science 2019, 363,

1093.
[187] S. Kumari, D. Depoil, R. Martinelli, E. Judokusumo, G. Carmona, F.

B. Gertler, L. C. Kam, C. V. Carman, J. K. Burkhardt, D. J. Irvine, M.
L. Dustin, eLife 2015, 4, e04953.

[188] A. Tulpule, J. Guan, D. S. Neel, H. R. Allegakoen, Y. P. Lin, D.
Brown, Y.-T. Chou, A. Heslin, N. Chatterjee, S. Perati, S. Menon, T.
A. Nguyen, J. Debnath, A. D. Ramirez, X. Shi, B. Yang, S. Feng, S.
Makhija, B. Huang, T. G. Bivona, Cell 2021, 184, 2649.

[189] J. Sampson, M. W. Richards, J. Choi, A. M. Fry, R. Bayliss, EMBO
Rep. 2021, 22, e53693.

[190] G. Zhu, J. Xie, W. Kong, J. Xie, Y. Li, L. Du, Q. Zheng, L. Sun, M.
Guan, H. Li, T. Zhu, H. He, Z. Liu, X. Xia, C. Kan, Y. Tao, H. C. Shen,
D. Li, S. Wang, Y. Yu, Z. H. Yu, Z. Y. Zhang, C. Liu, J. Zhu, Cell 2020,
183, 490.

[191] J. Z. Zhang, T.-W. Lu, L. M. Stolerman, B. Tenner, J. R. Yang, J.-F.
Zhang, M. Falcke, P. Rangamani, S. S. Taylor, S. Mehta, J. Zhang,
Cell 2020, 182, 1531.

[192] A. G. Beristain, S. D. Molyneux, P. A. Joshi, N. C. Pomroy, M. A. Di
Grappa, M. C. Chang, L. S. Kirschner, G. G. Privé, M. A. Pujana, R.
Khokha, Oncogene 2015, 34, 1160.

[193] G. S. Baillie, FEBS J. 2009, 276, 1790.
[194] Q. Liu, J. Li, W. Zhang, C. Xiao, S. Zhang, C. Nian, J. Li, D. Su, L.

Chen, Q. Zhao, H. Shao, H. Zhao, Q. Chen, Y. Li, J. Geng, L. Hong,
S. Lin, Q. Wu, X. Deng, R. Ke, J. Ding, R. L. Johnson, X. Liu, L. Chen,
D. Zhou, Cell 2021, 184, 5559.

[195] M. Esposito, C. Fang, K. C. Cook, N. Park, Y. Wei, C. Spadazzi, D.
Bracha, R. T. Gunaratna, G. Laevsky, C. J. DeCoste, H. Slabodkin, C.
P. Brangwynne, I. M. Cristea, Y. Kang, Nat. Cell Biol. 2021, 23, 257.

[196] Y. Fujiwara-Okada, Y. Matsumoto, J. Fukushi, N. Setsu, S. Matsuura,
S. Kamura, T. Fujiwara, K. Iida, M. Hatano, A. Nabeshima, H. Ya-
mada, M. Ono, Y. Oda, Y. Iwamoto, Br. J. Cancer 2013, 108, 836.

[197] S. P. Somasekharan, A. El-Naggar, G. Leprivier, H. Cheng, S. Hajee,
T. G. P. Grunewald, F. Zhang, T. Ng, O. Delattre, V. Evdokimova, Y.
Wang, M. Gleave, P. H. Sorensen, J. Cell Biol. 2015, 208, 913.

[198] E. Grabocka, D. Bar-Sagi, Cell 2016, 167, 1803.
[199] K. Thedieck, B. Holzwarth, M. T. Prentzell, C. Boehlke, K. Kläsener,

S. Ruf, A. G. Sonntag, L. Maerz, S. N. Grellscheid, E. Kremmer, R.
Nitschke, E. W. Kuehn, J. W. Jonker, A. K. Groen, M. Reth, M. N. Hall,
R. Baumeister, Cell 2013, 154, 859.

[200] T. Takahara, T. Maeda, Mol. Cell 2012, 47, 242.
[201] L. Mediani, F. Antoniani, V. Galli, J. Vinet, A. D. Carrà, I. Bigi, V.

Tripathy, T. Tiago, M. Cimino, G. Leo, T. Amen, D. Kaganovich, C.
Cereda, O. Pansarasa, J. Mandrioli, P. Tripathi, D. Troost, E. Aronica,
J. Buchner, A. Goswami, J. Sterneckert, S. Alberti, S. Carra, EMBO
Rep. 2021, 22, e51740.

[202] T. E. Audas, D. E. Audas, M. D. Jacob, J. J. Ho, M. Khacho, M. Wang,
J. K. Perera, C. Gardiner, C. A. Bennett, T. Head, O. N. Kryvenko, M.
Jorda, S. Daunert, A. Malhotra, L. Trinkle-Mulcahy, M. L. Gonzalgo,
S. Lee, Dev. Cell 2016, 39, 155.

[203] M. Wang, X. Tao, M. D. Jacob, C. A. Bennett, J. J. D. Ho, M. L. Gon-
zalgo, T. E. Audas, S. Lee, Cell Rep. 2018, 24, 1713.

[204] K. Yap, S. Mukhina, G. Zhang, J. S. C. Tan, H. S. Ong, E. V. Makeyev,
Mol. Cell 2018, 72, 525.

[205] M. J. Cuneo, T. Mittag, FEBS J. 2019, 286, 3946.
[206] J. J. Bouchard, J. H. Otero, D. C. Scott, E. Szulc, E. W. Martin, N.

Sabri, D. Granata, M. R. Marzahn, K. Lindorff-Larsen, X. Salvatella,
B. A. Schulman, T. Mittag, Mol. Cell 2018, 72, 19.

[207] J. Barra, G. S. Gaidosh, E. Blumenthal, F. Beckedorff, M. M. Tayari,
N. Kirstein, T. K. Karakach, T. H. Jensen, F. Impens, K. Gevaert, E.
Leucci, R. Shiekhattar, J. C. Marine, Sci. Adv. 2020, 6, eaaz9072.

[208] M. M. Pedrote, M. F. Motta, G. D. S. Ferretti, D. R. Norberto, T. C.
L. S. Spohr, F. R. S. Lima, E. Gratton, J. L. Silva, G. A. P. de Oliveira,
iScience 2020, 23, 100820.

[209] S. Ghosh, S. Salot, S. Sengupta, A. Navalkar, D. Ghosh, R. Jacob,
S. Das, R. Kumar, N. N. Jha, S. Sahay, S. Mehra, G. M. Mohite, S.
K. Ghosh, M. Kombrabail, G. Krishnamoorthy, P. Chaudhari, S. K.
Maji, Cell Death Differ. 2017, 24, 1784.

[210] D. S. Yang, A. Saeedi, A. Davtyan, M. Fathi, M. B. Sherman, M. S.
Safari, A. Klindziuk, M. C. Barton, N. Varadarajan, A. B. Kolomeisky,
P. G. Vekilov, Proc. Natl. Acad. Sci. USA 2021, 118, 2015618118.

[211] R. L. Dilley, R. A. Greenberg, Trends Cancer 2015, 1, 145.
[212] M. A. Blasco, Nat. Rev. Genet. 2007, 8, 299.
[213] A. R. Strom, A. V. Emelyanov, M. Mir, D. V. Fyodorov, X. Darzacq,

G. H. Karpen, Nature 2017, 547, 241.
[214] B. E. Jády, E. Bertrand, T. Kiss, J. Cell Biol. 2004, 164, 647.
[215] Y. Zhu, R. L. Tomlinson, A. A. Lukowiak, R. M. Terns, M. P. Terns,

Mol. Biol. Cell 2004, 15, 81.
[216] B. E. Jády, P. Richard, E. Bertrand, T. Kiss, Mol. Biol. Cell 2006, 17,

944.
[217] G. Cristofari, E. Adolf, P. Reichenbach, K. Sikora, R. M. Terns, M. P.

Terns, J. Lingner, Mol. Cell. 2007, 27, 882.
[218] J. L. Stern, K. G. Zyner, H. A. Pickett, S. B. Cohen, T. M. Bryan, Mol.

Cell Biol. 2012, 32, 2384.
[219] J. Min, W. E. Wright, J. W. Shay, Genes Dev. 2019, 33, 814.
[220] S. Osterwald, K. I. Deeg, I. Chung, D. Parisotto, S. Wörz, K. Rohr, H.

Erfle, K. Rippe, J. Cell Sci. 2015, 128, 1887.
[221] I. Draskovic, N. Arnoult, V. Steiner, S. Bacchetti, P. Lomonte, A.

Londoño-Vallejo, Proc. Natl. Acad. Sci. USA 2009, 106, 15726.
[222] C. J. Lord, A. Ashworth, Nature 2012, 481, 287.
[223] M. Altmeyer, K. J. Neelsen, F. Teloni, I. Pozdnyakova, S. Pellegrino,

M. Grøfte, M.-B. D. Rask, W. Streicher, S. Jungmichel, M. L. Nielsen,
J. Lukas, Nat. Commun. 2015, 6, 8088.

[224] B. R. Levone, S. C. Lenzken, M. Antonaci, A. Maiser, A. Rapp, F.
Conte, S. Reber, J. Mechtersheimer, A. E. Ronchi, O. Mühlemann,
H. Leonhardt, M. C. Cardoso, M. D. Ruepp, S. M. L. Barabino, J. Cell
Biol. 2021, 220, 202008030.

[225] L. J. Mah, A. El-Osta, T. C. Karagiannis, Leukemia 2010, 24, 679.
[226] F. Pessina, F. Giavazzi, Y. Yin, U. Gioia, V. Vitelli, A. Galbiati, S.

Barozzi, M. Garre, A. Oldani, A. Flaus, R. Cerbino, D. Parazzoli, E.
Rothenberg, F. d’Adda di Fagagna, Nat. Cell Biol. 2019, 21, 1286.

[227] S. Kilic, A. Lezaja, M. Gatti, E. Bianco, J. Michelena, R. Imhof, M.
Altmeyer, EMBO J. 2019, 38, 101379.

[228] Z. Yang, Y. Zhao, G. Lin, X. Zhou, X. Jiang, H. Zhao, Clin. Chim. Acta
2019, 489, 5.

[229] A. C. Goldstrohm, T. M. T. Hall, K. M. McKenney, Trends Genet. 2018,
34, 972.

[230] M. M. Elguindy, J. T. Mendell, Nature 2021, 595, 303.
[231] M. Munschauer, C. T. Nguyen, K. Sirokman, C. R. Hartigan, L.

Hogstrom, J. M. Engreitz, J. C. Ulirsch, C. P. Fulco, V. Subramanian,
J. Chen, M. Schenone, M. Guttman, S. A. Carr, E. S. Lander, Nature
2018, 561, 132.

[232] S. J. Vervoort, J. R. Devlin, N. Kwiatkowski, M. Teng, N. S. Gray, R.
W. Johnstone, Nat. Rev. Cancer 2022, 22, 5.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (21 of 23)



www.advancedsciencenews.com www.advancedscience.com

[233] S. Chong, C. Dugast-Darzacq, Z. Liu, P. Dong, G. M. Dailey, C. Cat-
toglio, A. Heckert, S. Banala, L. Lavis, X. Darzacq, R. Tjian, Science
2018, 361, eaar2555.

[234] S. J. Nair, L. Yang, D. Meluzzi, S. Oh, F. Yang, M. J. Friedman, S.
Wang, T. Suter, I. Alshareedah, A. Gamliel, Q. Ma, J. Zhang, Y. Hu,
Y. Tan, K. A. Ohgi, R. S. Jayani, P. R. Banerjee, A. K. Aggarwal, M. G.
Rosenfeld, Nat. Struct. Mol. Biol. 2019, 26, 193.

[235] Z. Liu, D. Merkurjev, F. Yang, W. Li, S. Oh, M. J. Friedman, X. Song,
F. Zhang, Q. Ma, K. A. Ohgi, A. Krones, M. G. Rosenfeld, Cell 2014,
159, 358.

[236] D. Cai, D. Feliciano, P. Dong, E. Flores, M. Gruebele, N. Porat-
Shliom, S. Sukenik, Z. Liu, J. Lippincott-Schwartz, Nat. Cell Biol.
2019, 21, 1578.

[237] Y. Lu, T. Wu, O. Gutman, H. Lu, Q. Zhou, Y. I. Henis, K. Luo, Nat.
Cell Biol. 2020, 22, 453.

[238] L. Wan, S. Chong, F. Xuan, A. Liang, X. Cui, L. Gates, T. S. Carroll, Y.
Li, L. Feng, G. Chen, S.-P. Wang, M. V. Ortiz, S. K. Daley, X. Wang,
H. Xuan, A. Kentsis, T. W. Muir, R. G. Roeder, H. Li, W. Li, R. Tjian,
H. Wen, C. D. Allis, Nature 2020, 577, 121.

[239] W. Li, J. Hu, B. Shi, F. Palomba, M. A. Digman, E. Gratton, H. Jiang,
Nat. Cell Biol. 2020, 22, 960.

[240] M. R. Mansour, B. J. Abraham, L. Anders, A. Berezovskaya, A. Gutier-
rez, A. D. Durbin, J. Etchin, L. Lawton, S. E. Sallan, L. B. Silverman,
M. L. Loh, S. P. Hunger, T. Sanda, R. A. Young, A. T. Look, Science
2014, 346, 1373.

[241] J. Lovén, H. A. Hoke, C. Y. Lin, A. Lau, D. A. Orlando, C. R. Vakoc, J.
E. Bradner, T. I. Lee, R. A. Young, Cell 2013, 153, 320.

[242] B. Lu, C. Zou, M. Yang, Y. He, J. He, C. Zhang, S. Chen, J. Yu, K. Y.
Liu, Q. Cao, W. Zhao, Adv. Sci. 2021, 8, 2101895.

[243] Y. Cheng, W. Xie, B. F. Pickering, K. L. Chu, A. M. Savino, X. Yang, H.
Luo, D. T. T. Nguyen, S. Mo, E. Barin, A. Velleca, T. M. Rohwetter, D.
J. Patel, S. R. Jaffrey, M. G. Kharas, Cancer Cell 2021, 39, 958.

[244] F. Mertens, B. Johansson, T. Fioretos, F. Mitelman, Nat. Rev. Cancer
2015, 15, 371.

[245] G. Boulay, G. J. Sandoval, N. Riggi, S. Iyer, R. Buisson, B. Naigles,
M. E. Awad, S. Rengarajan, A. Volorio, M. J. McBride, L. C.
Broye, L. Zou, I. Stamenkovic, C. Kadoch, M. N. Rivera, Cell 2017,
171, 163.

[246] J. H. Ahn, E. S. Davis, T. A. Daugird, S. Zhao, I. Y. Quiroga, H. Uryu,
J. Li, A. J. Storey, Y.-H. Tsai, D. P. Keeley, S. G. Mackintosh, R. D. Ed-
mondson, S. D. Byrum, L. Cai, A. J. Tackett, D. Zheng, W. R. Legant,
D. H. Phanstiel, G. G. Wang, Nature 2021, 595, 591.

[247] S. Terlecki-Zaniewicz, T. Humer, T. Eder, J. Schmoellerl, E. Heyes,
G. Manhart, N. Kuchynka, K. Parapatics, F. G. Liberante, A. C.
Müller, E. M. Tomazou, F. Grebien, Nat. Struct. Mol. Biol. 2021, 28,
190.

[248] I. Owen, D. Yee, H. Wyne, T. M. Perdikari, V. Johnson, J. Smyth, R.
Kortum, N. L. Fawzi, F. Shewmaker, J. Cell Sci. 2021, 134, https://
doi.org/10.1242/jcs.258578.

[249] A. Boija, I. A. Klein, R. A. Young, Cancer Cell 2021, 39, 174.
[250] R. J. Wheeler, Emerging Top Life Sci. 2020, 4, 307.
[251] K. Tsafou, P. B. Tiwari, J. D. Forman-Kay, S. J. Metallo, J. A. Toretsky,

J. Mol. Biol. 2018, 430, 2321.
[252] Z. Zhang, Z. Boskovic, M. M. Hussain, W. Hu, C. Inouye, H.-J. Kim,

A. K. Abole, M. K. Doud, T. A. Lewis, A. N. Koehler, S. L. Schreiber,
R. Tjian, eLife 2015, 4, e07777.

[253] T. Berg, S. B. Cohen, J. Desharnais, C. Sonderegger, D. J. Maslyar,
J. Goldberg, D. L. Boger, P. K. Vogt, Proc. Natl. Acad. Sci. USA 2002,
99, 3830.

[254] J. Shi, J. S. Stover, L. R. Whitby, P. K. Vogt, D. L. Boger, Bioorg. Med.
Chem. Lett. 2009, 19, 6038.

[255] H. V. Erkizan, Y. Kong, M. Merchant, S. Schlottmann, J. S. Barber-
Rotenberg, L. Yuan, O. D. Abaan, T. H. Chou, S. Dakshanamurthy,
M. L. Brown, A. Uren, J. A. Toretsky, Nat. Med. 2009, 15, 750.

[256] L. P. Rangel, G. D. S. Ferretti, C. L. Costa, S. Andrade, R. S. Carvalho,
D. C. F. Costa, J. L. Silva, J. Biol. Chem. 2019, 294, 3670.

[257] A. Soragni, D. M. Janzen, L. M. Johnson, A. G. Lindgren, A. Thai-
Quynh Nguyen, E. Tiourin, A. B. Soriaga, J. Lu, L. Jiang, K. F. Faull,
M. Pellegrini, S. Memarzadeh, D. S. Eisenberg, Cancer Cell 2016, 29,
90.

[258] Z. Chen, J. Chen, V. G. Keshamouni, M. Kanapathipillai, Biochem.
Biophys. Res. Commun. 2017, 489, 130.

[259] G. Zhu, J. Xie, Z. Fu, M. Wang, Q. Zhang, H. He, Z. Chen, X. Guo, J.
Zhu, Cell Res. 2021, 31, 1028.

[260] S. Kroschwald, S. Maharana, S. Alberti, Matters 2017, https://
sosjournals.s3.amazonaws.com/Qm4Tb429k12BV4sA.pdf .

[261] I. A. Klein, A. Boija, L. K. Afeyan, S. W. Hawken, M. Fan, A.
Dall’Agnese, O. Oksuz, J. E. Henninger, K. Shrinivas, B. R. Sabari,
I. Sagi, V. E. Clark, J. M. Platt, M. Kar, P. M. McCall, A. V. Zamudio,
J. C. Manteiga, E. L. Coffey, C. H. Li, N. M. Hannett, Y. E. Guo, T. M.
Decker, T. I. Lee, T. Zhang, J. K. Weng, D. J. Taatjes, A. Chakraborty,
P. A. Sharp, Y. T. Chang, A. A. Hyman, et al., Science 2020, 368, 1386.

[262] N. Gupta, M. Badeaux, Y. Liu, K. Naxerova, D. Sgroi, L. L. Munn, R.
K. Jain, I. Garkavtsev, Proc. Natl. Acad. Sci. USA 2017, 114, 1033.

[263] P. A. Ivanov, E. M. Chudinova, E. S. Nadezhdina, Exp. Cell Res. 2003,
290, 227.

[264] R. J. Wheeler, H. O. Lee, I. Poser, A. Pal, T. Doeleman, S. Kishigami,
S. Kour, E. N. Anderson, L. Marrone, A. C. Murthy, M. Jahnel, X.
Zhang, E. Boczek, A. Fritsch, N. L. Fawzi, J. Sterneckert, U. Pandey,
D. C. David, B. G. Davis, A. J. Baldwin, A. Hermann, M. Bickle, S.
Alberti, A. A. Hyman, bioRxiv 2019, 721001.

[265] W. M. Babinchak, B. K. Dumm, S. Venus, S. Boyko, A. A. Putnam, E.
Jankowsky, W. K. Surewicz, Nat. Commun. 2020, 11, 5574.

[266] H. de Thé, P. P. Pandolfi, Z. Chen, Cancer Cell 2017, 32, 552.
[267] S. Adnane, A. Marino, E. Leucci, Trends Cell Biol. 2022, 32, 565.
[268] Y. Chen, Z. Li, X. Chen, S. Zhang, Acta Pharm. Sin. B 2021, 11,

340.
[269] A. K. Rai, J. X. Chen, M. Selbach, L. Pelkmans, Nature 2018, 559,

211.
[270] L. C. Reineke, W. C. Tsai, A. Jain, J. T. Kaelber, S. Y. Jung, R. E. Lloyd,

Mol. Cell. Biol. 2017, 37, https://doi.org/10.1128/MCB.00596-16.
[271] J. Liu, Y. Xie, J. Guo, X. Li, J. Wang, H. Jiang, Z. Peng, J. Wang, S.

Wang, Q. Li, L. Ye, Y. Zhong, Q. Zhang, X. Liu, D. M. Lonard, J. Wang,
B. W. O’Malley, Z. Liu, Nat. Commun. 2021, 12, 1022.

[272] A. S. Bhagwat, J.-S. Roe, B. Y. L. Mok, A. F. Hohmann, J. Shi, C. R.
Vakoc, Cell Rep. 2016, 15, 519.

[273] O. Gilan, E. Y. N. Lam, I. Becher, D. Lugo, E. Cannizzaro, G. Joberty,
A. Ward, M. Wiese, C. Y. Fong, S. Ftouni, D. Tyler, K. Stanley, L.
MacPherson, C.-F. Weng, Y.-C. Chan, M. Ghisi, D. Smil, C. Carpen-
ter, P. Brown, N. Garton, M. E. Blewitt, A. J. Bannister, T. Kouzarides,
B. J. P. Huntly, R. W. Johnstone, G. Drewes, S.-J. Dawson, C. H. Ar-
rowsmith, P. Grandi, R. K. Prinjha, et al., Nat. Struct. Mol. Biol. 2016,
23, 673.

[274] K. A. Nilson, J. Guo, M. E. Turek, J. E. Brogie, E. Delaney, D. S. Luse,
D. H. Price, Mol. Cell 2015, 59, 576.

[275] T. Zhang, N. Kwiatkowski, C. M. Olson, S. E. Dixon-Clarke, B. J.
Abraham, A. K. Greifenberg, S. B. Ficarro, J. M. Elkins, Y. Liang, N.
M. Hannett, T. Manz, M. Hao, B. Bartkowiak, A. L. Greenleaf, J. A.
Marto, M. Geyer, A. N. Bullock, R. A. Young, N. S. Gray, Nat. Chem.
Biol. 2016, 12, 876.

[276] Y. A. Valentin-Vega, Y. D. Wang, M. Parker, D. M. Patmore, A. Kana-
garaj, J. Moore, M. Rusch, D. Finkelstein, D. W. Ellison, R. J. Gilbert-
son, J. Zhang, H. J. Kim, J. P. Taylor, Sci. Rep. 2016, 6, 25996.

[277] L. Zhang, X. Li, Cells 2021, 10, 1540.
[278] D. Bracha, M. T. Walls, M.-T. Wei, L. Zhu, M. Kurian, J. L. Avalos, J.

E. Toettcher, C. P. Brangwynne, Cell 2018, 175, 1467.
[279] E. Dine, A. A. Gil, G. Uribe, C. P. Brangwynne, J. E. Toettcher, Cell

Syst. 2018, 6, 655.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (22 of 23)



www.advancedsciencenews.com www.advancedscience.com

[280] Y. Shin, Y.-C. Chang, D. S. W. Lee, J. Berry, D. W. Sanders, P. Ronceray,
N. S. Wingreen, M. Haataja, C. P. Brangwynne, Cell 2018, 175, 1481.

[281] D. L. Chen, C. J. Gerdts, R. F. Ismagilov, J. Am. Chem. Soc. 2005, 127,
9672.

[282] G. M. Whitesides, Nature 2006, 442, 368.
[283] W. Ma, C. Mayr, Cell 2018, 175, 1492.
[284] Y. Zhou, J. M. Su, C. E. Samuel, D. Ma, J. Virol. 2019, 93.
[285] S. C. Freeman, S. Sonthalia, Histology, Keratohyalin Granules, Stat-

Pearls Publishing, Tampa, FL.
[286] S. Banjade, M. K. Rosen, eLife 2014, 3, e04123.
[287] X. Su, J. A. Ditlev, E. Hui, W. Xing, S. Banjade, J. Okrut, D. S. King,

J. Taunton, M. K. Rosen, R. D. Vale, Science 2016, 352, 595.
[288] S. Yasuda, H. Tsuchiya, A. Kaiho, Q. Guo, K. Ikeuchi, A. Endo, N.

Arai, F. Ohtake, S. Murata, T. Inada, W. Baumeister, R. Fernández-
Busnadiego, K. Tanaka, Y. Saeki, Nature 2020, 578, 296.

[289] M. A. Kiebler, G. J. Bassell, Neuron 2006, 51, 685.
[290] M. Zacharogianni, A. Aguilera-Gomez, T. Veenendaal, J. Smout, C.

Rabouille, eLife 2014, 3, e04132.

[291] M. Zeng, Y. Shang, Y. Araki, T. Guo, R. L. Huganir, M. Zhang, Cell
2016, 166, 1163.

[292] J. L. Liu, J. G. Gall, Proc. Natl. Acad. Sci. USA 2007, 104, 11655.
[293] M. Alenquer, S. Vale-Costa, T. A. Etibor, F. Ferreira, A. L. Sousa, M.

J. Amorim, Nat. Commun. 2019, 10, 1629.
[294] A. G. Matera, M. R. Frey, Am. J. Hum. Genet. 1998, 63, 317.
[295] J. A. Harrigan, R. Belotserkovskaya, J. Coates, D. S. Dimitrova, S. E.

Polo, C. R. Bradshaw, P. Fraser, S. P. Jackson, J. Cell Biol. 2011, 193,
97.

[296] V. Pirrotta, H. B. Li, Curr. Opin. Genet. Dev. 2012, 22, 101.
[297] C. Pollock, S. Huang, Cold Spring Harbor Perspect. Biol. 2010, 2,

a000679.
[298] S. Spannl, M. Tereshchenko, G. J. Mastromarco, S. J. Ihn, H. O. Lee,

Traffic 2019, 20, 890.
[299] W. Wang, Y. Chen, A. Xu, M. Cai, J. Cao, H. Zhu, B. Yang, X. Shao,

M. Ying, Q. He, Br. J. Pharmacol. 2020, 177, 5008.
[300] A. S. Lyon, W. B. Peeples, M. K. Rosen, Nat. Rev. Mol. Cell Biol. 2021,

22, 215.

Jiang Ren works as an assistant researcher in the Eighth Affiliated Hospital, Sun Yat-sen University. His
research interests focus on protein posttranslational modifications and liquid-liquid phase separa-
tion.

Zhenyu Zhang works as an assoicate professor at Department of Neurosurgery, The First Affiliated
Hospital of Zhengzhou University. His research interests focus on analyzing multi-omics of cancer by
leveraging artificial intelligence and radiogenomic/pathogenomic techniques.

Fangfang Zhou works as an independent PI in the Institutes of Biology and Medical Sciences (IBMS),
Soochow University. Her research interest is to elucidate the molecular mechanisms underlying in-
nate immunity during viral infection and cancer development.

Adv. Sci. 2022, 9, 2202855 © 2022 The Authors. Advanced Science published by Wiley-VCH GmbH2202855 (23 of 23)


