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ABSTRACT

Stress Granules formation is a pro-survival mechanism helping cells to cope with
environmental challenges. Stress Granules have been studied for two decades in fundamental
research, and are now being examined in the context of human pathogenesis. Here, we review
studies highlighting stress granules’ involvement in cancer development through translational

pattern modification.
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Introduction

The stress response is an ancestral evolutionary mechanism acquired by the first cellular
organisms to protect them from sudden environmental or intracellular changes [1]. In response to
stress, the cell first responds by activating pathways that promote its survival in the prospect of
recovering from the insult. If the noxious stimulus persists, the cell then elicits a programmed cell
death to eliminate the damaged/non-viable cell. As cell survival critically depends on the ability to
elaborate an appropriate response towards environmental or intracellular stress stimuli, we can
easily understand that this mechanism was highly conserved in evolution [2]. For example, heat
shock proteins, which are among the most studied actors of the stress response, are activated by
environmental stressors, such as heat, UV, tissue remodeling... and can be found in the lower
organisms and the mammals. There are many different types of stress and even more possible stress
responses that can be designed in return. Indeed, the effective stress response depends on the type
and level of the insult. For example, protective responses such as the heat shock response or the
unfolded protein response, mediate an increase in chaperone protein activity which enhances the
protein folding capacity of the cell, thus counteracting the stress and promoting cell survival. The cell
fate is ultimately determined by the cell’s adaptive capacity and ability to recover from the stress.

At the level of the cell, any change in the environment that diverges from its optimal growth
condition is considered as a stress and induces a stress response. All the processes involved are part
of what is now known as the stress response, and include the activation of stress response genes,
such as those coding for heat shock proteins, known for decades, but also of another mechanism
recently discovered: the formation of Stress Granules (SGs) [1].

In this review, we will focus on stress granules (SGs), as actors of the stress response specifically
induced by sudden noxious changes. In a second section, we will discuss the pro-survival effect of the
SG and how they could participate in various pathologies. Then we will analyze their prognostic value
in cancer. Finally, we will discuss the involvement or contribution of cellular stress responses to

disease states.
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The SGs are composed of proteins involved in the regulation of mRNA translation

Stress granules are membrane less cytoplasmic condensates, visible by conventional and
electron microscopy, that were first discovered in 1999 by the laboratory of Dr. P. Anderson [3-6].
They have been reported in plants, yeast, worms, insects and mammalian cells [3, 7-11]. This high
degree of conservation throughout multiples species highlights their importance for cell survival and
cell integrity maintenance [12]. These cytoplasmic foci are composed of mRNA, RNA binding proteins
and 40S ribosomes. The absence of membrane surrounding SGs and the extreme lability of the
components has hindered the purification of these structures and the precise identification of SGs
components by global analysis. Currently, even if methods are reported to purify SG markers [13, 14],
the candidate approaches was for a long time the only way for identifying specific components. Most
of the studies use immunofluorescence and FISH to robustly identify proteins and mRNAs included in
these structures. This was not an easy task because the SGs are composed of proteins that generally
switch their localization and functions between basal and stress conditions. In 2015, an inventory of
the literature mentioned more than a hundred of proteins known to be recruited to SGs. These
proteins form an eclectic mix belonging to various signaling pathways. Even if there is still no
consensus to predict the recruitment of specific proteins to SGs, most of them are RNAs interacting
proteins or are involved in the metabolism of RNA. There are also components involved in translation
initiation such as elF3 and elF4 (Eukaryotic Initiation Factor) complexes proteins or PABP (PolyA
Binding Protein) [15]. The presence of those components is not surprising, as SG form in response to
a general translation inhibition. In homeostatic conditions, active translation is facilitated by the
formation of a closed-loop mRNA (Figure 1A). This is a situation where the 5’ and 3’ ends of an mRNA
are brought in close proximity. The 5’ mRNA cap is bound by elF4E and the 3’ poly(A) tail is bound by
PABP. These two proteins are bridged by the large scaffolding protein elF4G. To initiate translation,
the ternary complex, composed of elF2:tRNAM®:GTP facilitates decoding of the start codon which
results in GTP to GDP hydrolysis. In response to stress, translation is rapidly inhibited, which, in most

cases, results in SG formation. Two translation inhibition pathways can induce the formation of SGs
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[4] (Figure 1). The phosphorylation of a subunit of elF2, EIF2a (or EIF2S1), by one (or more) kinases,
notably HRI (or EIF2AK1), PKR (or EIF2AK2), PERK (or EIF2AK3) and/or GCN2 (or EIF2AK4) [16],
prevents the hydrolyzed GDP from leaving the ternary complex EIF20-tRNA™'-GTP by block the
formation of an active complex with ATP necessary for translation initiation (Figurel A-B). Another
stress response pathway centers on mTOR (Figure 1C). Under basal conditions, mTOR is active and
constitutively phosphorylates elF4E-BP protein (4EBP). Hyperphosphorylated 4EBP cannot interact
with elF4E, the mRNA cap binding protein. However, induction of a stress response inactivates mTOR
leading to a rapid dephosphorylation of 4EBP thereby allowing it to interact with elF4E. The
elF4E:4EBP interaction prevents elF4E:elF4G complex formation. It is worth pointing out that these
pathways are not mutually exclusive. Depending on the type of stress, either or both pathways could
be activated [16, 17]. While it is intuitive to understand that cell shut down translation to preserve
energy, we could wonder what would be the survival advantage of being able to form SGs in

response to environmental stress.

Stress Granules are pro-survival entities at the cellular level that can be involved in pathological
conditions

Stressors triggering the formation of SGs can be as diverse as extreme temperatures (hot or cold),
oxidative stress, osmotic stress, endoplasmic reticulum (ER) stress, mitochondrial stress, or UV
irradiation (Previously reviewed [15]). Several lines of evidence point toward pro-survival benefits of
SG formation, explaining the evolutionary conservation of this process. Upon mutations or knock-out
of specific proteins involved in SG formation, or treatments decreasing the ability to form SG, cells
die more easily and rapidly after stress exposition [18-23]. This pro-survival effect of SG formation
could be explained by several independent mechanisms.

First, many pro-apoptotic signaling molecules are sequestered in SGs and it has been proposed

that it prevents them from activating the pro-apoptotic cascade. It is the case for RACK1 (Receptor of
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activated protein C kinase 1), TRAF2 (TNF receptor-associated factor 2) and RSK2 (Ribosomal S6
kinase 2) [24-26].

Second, while not fully characterized, SGs seem to protect cells from oxidative insults by reducing
the level of cellular ROS [21, 27]. Indeed, the expression level of a major SG regulator G3BP1 (Ras
GTPase-activating protein-binding protein 1), inversely correlates with the generation of reactive
oxygen species (ROS) after exposition to oxidative insult. Moreover, overexpression of G3BP1
reduces the level of ROS compared to wild type cells. Cells expressing a truncated form of the protein
that abrogates SG formation have an increased production of ROS. Similar results were obtained with
USP10 (Ubiquitin carboxyl-terminal hydrolase 10), another SG regulating protein.

Lastly, the translation repression upstream SGs formation reduces the cellular energetic needs
during stress by restricting the process of translation, which is consuming much ATP. By protecting
mRNAs from stress-induced degradation, this allows cells to restart translation as soon as the stress
is resolved without having to re-synthetize fresh RNAs [28]. Also, SGs sequester the untranslated
mRNAs consecutively to the global inhibition of translation [29]. Some mRNAs, such as chaperone
mMRNAs, are excluded from the SG structures so that they can be preferentially translated during the
time of the stress and participate to proper protein folding and avoid functional defects [29, 30]. By
those actions, SGs are described as a triage center for translation of mRNAs during stress exposure.
One growing hypotheses is that SGs are able to reshape translation pattern under stress exposure
[31]. Some questions remain open: are the mRNA stored in SGs pre-selected according to the stress
condition (mMRNA important for cell survival in case the noxious condition is still present) or in the

III

prospect of restarting a “normal” activity (most important mRNA insuring a proper the cell
metabolism)?

The pro-survival role of SGs was demonstrated in various human pathological conditions,
particularly in neurodegenerative diseases. In Amyotrophic Lateral Sclerosis (ALS), a plethora of

proteins from many different pathways have been implicated [32]. For a long time, it was difficult to

connect this diversity with the disease. But pioneer studies demonstrate that many ALS-relevant
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proteins are recruited to SGs, and their mutation or mislocalisation cause aberrant regulation of SG
and increased sensitivity to stress exposure [18, 33-38]. Now, the defect in stress response has
become one of the leading hypothesis that explains neurons loss [15]. Another example for SGs pro-
survival role was shown during antibiotic induced internal ear cells toxicity, which results in cilia loss
[31]. The induction of SGs (using hydroxamate (-)-9) is able to rescue this defect [8].

However, in some cases, SGs pro-survival role might also not to be beneficial for the host. For
example a pro-survival effect of SGs is not desired in cancer cells. Those cells are exposed to stresses
such as hypoxia and nutrient deprivation, two stressors able to induce the formation of SGs [39].
Hypoxia has also been reported to promote resistance to therapies which could suggest a pro-
survival role of SGs in this context [40]. Chemotherapies (CT) could be considered as stressors and
induce the formation of SGs [41-46]. The cancer cell capacity to form SGs in response to CT is anti-
correlated with cell survival in vitro [41-46]. Blocking the induction of these chemotherapy-induced
granules by interfering with the phosphorylation of EIF2a increases the efficiency of the CT
treatment [46]. Along the same line, some molecules can prevent SGs formation and restore the
sensibility to the CT. This was shown in a study using hypoxia to induce chemo-resistance in Hela
cells. A screen of small molecules revealed that B-estradiol, progesterone and stanolone prevent SGs
formation and restore the sensibility to the CT. Of note that the same molecules used in the MCF7
cancer cell line did not block the SG formation neither the chemoresistance induction [40, 46].

Blocking SG formation in cancer might look like an interesting option against cancer cells.

SGs major proteins and their prognosis role in cancer progression

During cancer development and propagation, cells acquired driver mutations that are
responsible for cell transformation, then aggressiveness of the disease. Malignant transformation is a
very complex and multifactorial mechanism, involving major changes in the initial genome,
transcription and translation programs of the cell. For example, Epithelial-to-Mesenchymal Transition

(EMT), acquisition of stemness or acquisition of drug resistance involve specific modifications of
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these programs. Recently, some studies demonstrated that these changes of translational patterns
occur after exposure to hypoxia stress [40, 47-49]. We know that a growing tumor is an extremely
dynamic environment where stressors, such as mechanical constriction, hypoxia and/or starvation
play a role at multiple levels. SGs could play a critical role in integrating those stressors with changes
in translation that leads to cancer progression [31, 40].

SGs are composed of numerous proteins, but we will focus on some regulators: TIA-1 (T-cell-
restricted intracellular antigen-1), TIAR (TIA-1-related protein), G3BP1 (Ras GTPase-activating
protein-binding protein 1), G3BP2 (Ras GTPase-activating protein-binding protein 2), Caprin-1 (Cell
Cycle associated protein 1) and USP10 (Ubiquitin carboxyl-terminal hydrolase 10) (Figure 2).

- TIA1 and TIAR have documented roles in immunity, RNA splicing and translation. Structurally,
they bind RNA through RNA Recognition Motifs (RRM) (Figure 2). They are the historical
markers for SG [3] [15]. Their overexpression induces spontaneous formation of SGs [3], but
the knockout of each of them individually or simultaneously has never been reported to have
an impact on SG formation. Unexpectedly, depletion of TIAR using a Dox inducible system
triggers stress by activation of PKR and SGs induction in 50% of the cells [50].

- The G3BP1 protein also contains a RRM (Figure 2) and has been reported to have helicase
and RNAse activity under normal conditions [6, 51]. G3BP1 is closely related to another
protein, G3BP2, with which it shares 98% identity. Nowadays, G3BP1 and G3BP2 are
considered as the master regulators of SGs. Their overexpression also induces spontaneous
formation of SGs [6, 52]. Individual knockout partially inhibits or delays the formation of SGs
[28], but the double knock out completely abolishes the formation of SGs [53].

- Finally, USP10 and CAPRIN1 are two interactors of G3BP1 (Figure 2), which compete with
each other’s to interact with their target. Both are binding G3BP1 on a short linear motif Phe-
Gly-Asp-Phe, or FGDF-motif, and have opposing effects on SG formation: CAPRIN1/G3BP1/2

interaction favors SG formation, whereas USP10:G3BP interaction inhibits their formation
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[53]. Those two proteins are not the sole regulators of G3BP1 aggregation, as the removal of

the FGDF-motif does not influence the formation of SGs.

Knowing that these proteins are deeply involved in the composition and the regulation of SGs, their
presence can be evaluated to estimate SGs formation capabilities of cells composing a tissue. Open
access data on breast [54-88], colon [89-98] and pancreatic [99-112] cancer reveals that mRNA levels
from G3BP1, TIA1, TIAR and CAPRIN1 are mostly upregulated in primary tumors comparing to
healthy tissues (Figure Sup 1-3, Table 1 upper). This suggests that tumor cells divert and exacerbate a
pro-survival mechanism, here based on SGs related proteins, potentially to facilitate their survival in
response to the numerous stresses encountered during tumor oncogenesis. This is true for most
primary solid tumors. CAPRIN1 and G3PB1 show the most noticeable/prominent transcriptomic
upregulation between healthy and primary tumor tissues. Of note that the overexpression between
normal tissues and metastases was not as pronounced as in primary tumors, but still significant in
most tumor types (Figure 1-3, Table 1 lower). Kaplan-Meier curves did not reveal major correlation
with patient overall survival and disease/recurrence/metastasis free survival. The data analyses were
pooled according to cancer type for representation, because no better correlations were found if the
analysis were performed onto cancer subtypes.

Those data are surprising because correlations between SG proteins upregulation and poor
prognosis have been reported on several occasions. G3BP proteins expression is of poor prognosis in
various tumors, including sarcoma [113] colon [114], breast [114-117], thyroid [114], lung [118], head
and neck [114], gastric [119, 120], hepatic [121] and prostate cancers [114, 122]. Higher TIA-1 protein
levels correlate with poor prognosis in patients with colorectal cancer [123] and lymphoma [124].
High expression of CAPRIN1 protein correlates with poor prognosis for osteosarcoma [125], and
hepatocellular carcinoma [126, 127]. Consistent with an inhibitory effect of USP10 on SG formation,
high protein expression correlates with better prognostic in patients with gastric [128], ovarian [129],
lung [130], small intestine [131], prostate [122] and gastric carcinoma [128].

All together, these contradictory results between mRNA and proteins levels suggest (Figure 6-7):
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- A transcriptional regulation early in the pathology; to insure basal levels of the proteins
involved in SGs function. This basal level is potentially the result of cancer cells subversion of
the SGs mechanism to ensure their survival.

- A post-transcriptional regulation; impacting the final level of proteins. The translation rate of
single mRNA encoding a SG protein is more efficient resulting in increased protein level
without after mRNA level

- Or a post translational modification; enhancing the half-life of a protein. The degradation of

the protein is delayed and enhances the overall level of protein.

Perspectives

Despite global survival improvement of cancer patients over the years, the cancer field is still
facing the challenge of metastasis and chemoresistance in patients. Tumoral transformation is a
multifactorial mechanism, involving accumulation of mutations and changes in the transcription and
translation programs. Of course, the search for molecular alterations have been successful in the past,
contributing to better tumors classification and to the development of efficient targeted therapies.
But still, some patients are not answering or become refractory to a given therapy, meaning that
treatments able to counter drug-induced mechanisms of resistance is the future challenge of the
upcoming years. One reason that has limited progress in this field so far, is the fact that mechanisms
of resistance might only be present during the course of the treatment, and may return to normal
once the therapy is stopped. The reversibility of the phenomenon, also term “plasticity”, made it
really difficult to apprehend, not being identifiable in the resected specimen [132]. It is highly
possible that numerous biological processes required during metastasis occurrence are following the
same pattern, for example when tumor cells are travelling in the blood flow. In all case, the
mechanisms involved are most probably fast, “acute” and involved ready-to-use components, like
those being part of the stress pathway. In this line, the cancer field is accumulating evidence for the

SGs role in the adaptation and survival of cancer cells during tumor growth [114-116] and
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chemoresistance [41-46]. SGs might thus turn out to be important actors of tumor cells plasticity in
response to the various stress encountered, which will bring them as a target of choice in the fight
against tumors development, progression and prevention of chemo-resistances.

SGs formation is the mechanism used by the cell to improve the translation of specific
protein for a short period of time for survival. This overview of the literature, coupled to open data
bases analyses, shows that tumor cells should have increased ability to form SG than normal ones
based on their increased expression of SG regulator protein. In addition prognostic data correlates
this SG expression with poor survival in patients. The exact mechanism for this increased protein
level without transcriptional change is not known yet and could be the result of increased specific
translation or decreased protein degradation. Further studies are warranted to understand the
mechanism and to target this pathway for patient care because Inhibition of SG formation could be a

promising therapy for refractory patients or in prevention of chemo-resistances.

10



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

REFERENCES

1. Pakos-Zebrucka, K., et al., The integrated stress response. EMBO Rep, 2016. 17(10): p. 1374-
1395.

2. Taniuchi, S., et al., Integrated stress response of vertebrates is requlated by four elF2alpha
kinases. Sci Rep, 2016. 6: p. 32886.

3. Kedersha, N.L., et al., RNA-binding proteins TIA-1 and TIAR link the phosphorylation of elF-2
alpha to the assembly of mammalian stress granules. ) Cell Biol, 1999. 147(7): p. 1431-42.

4, Kedersha, N., et al., Evidence that ternary complex (elF2-GTP-tRNA(i)(Met))-deficient

preinitiation complexes are core constituents of mammalian stress granules. Mol Biol Cell,
2002. 13(1): p. 195-210.

5. Kedersha, N., et al., Stress granules and processing bodies are dynamically linked sites of
MRNP remodeling. J Cell Biol, 2005. 169(6): p. 871-84.

6. Tourriere, H., et al.,, The RasGAP-associated endoribonuclease G3BP assembles stress
granules. ) Cell Biol, 2003. 160(6): p. 823-31.

7. Nover, L., K.D. Scharf, and D. Neumann, Formation of cytoplasmic heat shock granules in
tomato cell cultures and leaves. Mol Cell Biol, 1983. 3(9): p. 1648-55.

8. Mangiardi, D.A,, et al., Progression of hair cell ejection and molecular markers of apoptosis in
the avian cochlea following gentamicin treatment. ) Comp Neurol, 2004. 475(1): p. 1-18.

9. Anderson, E.N., et al., Traumatic injury induces Stress Granule Formation and enhances

Motor Dysfunctions in ALS/FTD Models. Hum Mol Genet, 2018.

10. Scharf, K.D., et al., The tomato Hsf system: HsfA2 needs interaction with HsfA1 for efficient
nuclear import and may be localized in cytoplasmic heat stress granules. Mol Cell Biol, 1998.
18(4): p. 2240-51.

11. Wang, S., et al., Stress granules are formed in renal proximal tubular cells during metabolic
stress and ischemic injury for cell survival. Am J Physiol Renal Physiol, 2019. 317(1): p. F116-
F123.

12. Souquere, S., et al., Unravelling the ultrastructure of stress granules and associated P-bodies
in human cells. J Cell Sci, 2009. 122(Pt 20): p. 3619-26.

13. Wheeler, J.R., et al., Isolation of yeast and mammalian stress granule cores. Methods, 2017.
126: p. 12-17.

14. Markmiller, S., et al., Context-Dependent and Disease-Specific Diversity in Protein Interactions

within Stress Granules. Cell, 2018. 172(3): p. 590-604 e13.
15. Aulas, A. and C. Vande Velde, Alterations in stress granule dynamics driven by TDP-43 and
FUS: a link to pathological inclusions in ALS? Front Cell Neurosci, 2015. 9: p. 423.

16. Aulas, A., et al., Stress-specific differences in assembly and composition of stress granules and
related foci. J Cell Sci, 2017.
17. Aulas, A., et al., Nitric oxide triggers the assembly of "type IlI" stress granules linked to

decreased cell viability. Cell Death Dis, 2018. 9(11): p. 1129.
18. McDonald, K.K., et al., TAR DNA-binding protein 43 (TDP-43) regulates stress granule
dynamics via differential regulation of G3BP and TIA-1. Hum Mol Genet, 2011. 20(7): p. 1400-

10.

19. Takahashi, M., et al., Stress granules inhibit apoptosis by reducing reactive oxygen species
production. Mol Cell Biol, 2013. 33(4): p. 815-29.

20. Maharjan, N., et al., C9ORF72 Regulates Stress Granule Formation and Its Deficiency Impairs
Stress Granule Assembly, Hypersensitizing Cells to Stress. Mol Neurobiol, 2017. 54(4): p.
3062-3077.

21. Arimoto-Matsuzaki, K., H. Saito, and M. Takekawa, TIA1 oxidation inhibits stress granule
assembly and sensitizes cells to stress-induced apoptosis. Nat Commun, 2016. 7: p. 10252.

22. Orru, S., et al., Reduced stress granule formation and cell death in fibroblasts with the A382T
mutation of TARDBP gene: evidence for loss of TDP-43 nuclear function. Hum Mol Genet,
2016. 25(20): p. 4473-4483.

11



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

23. Aulas, A., S. Stabile, and C. Vande Velde, Endogenous TDP-43, but not FUS, contributes to
stress granule assembly via G3BP. Mol Neurodegener, 2012. 7: p. 54.

24, Eisinger-Mathason, T.S., et al., Codependent functions of RSK2 and the apoptosis-promoting
factor TIA-1 in stress granule assembly and cell survival. Mol Cell, 2008. 31(5): p. 722-36.

25. Arimoto, K., et al.,, Formation of stress granules inhibits apoptosis by suppressing stress-
responsive MAPK pathways. Nat Cell Biol, 2008. 10(11): p. 1324-32.

26. Kim, W.J,, et al., Sequestration of TRAF2 into stress granules interrupts tumor necrosis factor
signaling under stress conditions. Mol Cell Biol, 2005. 25(6): p. 2450-62.

27. Thedieck, K., et al., Inhibition of mTORC1 by astrin and stress granules prevents apoptosis in
cancer cells. Cell, 2013. 154(4): p. 859-74.

28. Aulas, A., et al., G3BP1 promotes stress-induced RNA granule interactions to preserve

polyadenylated mRNA. J Cell Biol, 2015. 209(1): p. 73-84.

29. Kedersha, N. and P. Anderson, Stress granules: sites of mRNA triage that regulate mRNA
stability and translatability. Biochem Soc Trans, 2002. 30(Pt 6): p. 963-9.

30. Gareau, C., et al.,, p21(WAF1/CIP1) upregulation through the stress granule-associated
protein CUGBP1 confers resistance to bortezomib-mediated apoptosis. PLoS One, 2011. 6(5):
p. e20254.

31. Goncalves, A.C,, et al., Drug-induced Stress Granule Formation Protects Sensory Hair Cells in
Mouse Cochlear Explants During Ototoxicity. Sci Rep, 2019. 9(1): p. 12501.

32. Mathis, S., et al., Genetics of amyotrophic lateral sclerosis: A review. ) Neurol Sci, 2019. 399: p.
217-226.

33. Dewey, C.M., et al., TDP-43 is directed to stress granules by sorbitol, a novel physiological
osmotic and oxidative stressor. Mol Cell Biol, 2011. 31(5): p. 1098-108.

34, Liu-Yesucevitz, L., et al., Tar DNA binding protein-43 (TDP-43) associates with stress granules:
analysis of cultured cells and pathological brain tissue. PLoS One, 2010. 5(10): p. e13250.

35. Colombrita, C., et al., TDP-43 is recruited to stress granules in conditions of oxidative insult. )
Neurochem, 2009. 111(4): p. 1051-61.

36. Andersson, M.K., et al., The multifunctional FUS, EWS and TAF15 proto-oncoproteins show
cell type-specific expression patterns and involvement in cell spreading and stress response.
BMC Cell Biol, 2008. 9: p. 37.

37. Bentmann, E., et al., Requirements for stress granule recruitment of fused in sarcoma (FUS)
and TAR DNA-binding protein of 43 kDa (TDP-43). J Biol Chem, 2012. 287(27): p. 23079-94.

38. Bosco, D.A,, et al., Mutant FUS proteins that cause amyotrophic lateral sclerosis incorporate
into stress granules. Hum Mol Genet, 2010. 19(21): p. 4160-75.

39. Moeller, B.J., et al., Radiation activates HIF-1 to regulate vascular radiosensitivity in tumors:
role of reoxygenation, free radicals, and stress granules. Cancer Cell, 2004. 5(5): p. 429-41.

40. Timalsina, S., et al., Chemical compounds that suppress hypoxia-induced stress granule

formation enhance cancer drug sensitivity of human cervical cancer Hela cells. J Biochem,
2018. 164(5): p. 381-391.

41. Kaehler, C., et al., 5-Fluorouracil affects assembly of stress granules based on RNA
incorporation. Nucleic Acids Res, 2014. 42(10): p. 6436-47.

42. Fujimura, K., A.T. Sasaki, and P. Anderson, Selenite targets elF4E-binding protein-1 to inhibit
translation initiation and induce the assembly of non-canonical stress granules. Nucleic Acids
Res, 2012. 40(16): p. 8099-110.

43, Adjibade, P., et al., Sorafenib, a multikinase inhibitor, induces formation of stress granules in
hepatocarcinoma cells. Oncotarget, 2015. 6(41): p. 43927-43.

44, Fournier, M.J., C. Gareau, and R. Mazroui, The chemotherapeutic agent bortezomib induces
the formation of stress granules. Cancer Cell Int, 2010. 10: p. 12.

45, Szaflarski, W., et al., Vinca alkaloid drugs promote stress-induced translational repression and

stress granule formation. Oncotarget, 2016. 7(21): p. 30307-22.

12



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

46. Vilas-Boas Fde, A., et al., Impairment of stress granule assembly via inhibition of the
elF2alpha phosphorylation sensitizes glioma cells to chemotherapeutic agents. ) Neurooncol,
2016. 127(2): p. 253-60.

47. Quail, D.F., et al., Low oxygen levels induce the expression of the embryonic morphogen
Nodal. Mol Biol Cell, 2011. 22(24): p. 4809-21.
48. Conley, S.J., et al., Antiangiogenic agents increase breast cancer stem cells via the generation

of tumor hypoxia. Proc Natl Acad Sci U S A, 2012. 109(8): p. 2784-9.

49, Jewer, M.L., L; Zhang, G; Liu, J; Findlay, S, D; Vincent, K, M; Tandoc, K; Dieters-Castator, D;
Quail, D, F; Dutta, I; Coatham, M; Xu, Z; Guan, B-J; Hatzoglou, M; Brumwell, A; Uniacke, J;
Patsis, C; Koromilas, A; Schueler, J; Siegers, G, M; Topisirovic, |; Postovit, L, M, Translational
control of breast cancer plasticity. BioRxviv, 2019.

50. Meyer, C., et al., The TIA1 RNA-Binding Protein Family Regulates EIF2AK2-Mediated Stress
Response and Cell Cycle Progression. Mol Cell, 2018. 69(4): p. 622-635 e6.

51. Gilks, N., et al., Stress granule assembly is mediated by prion-like aggregation of TIA-1. Mol
Biol Cell, 2004. 15(12): p. 5383-98.

52. Matsuki, H., et al., Both G3BP1 and G3BP2 contribute to stress granule formation. Genes Cells,
2013. 18(2): p. 135-46.

53. Kedersha, N., et al.,, G3BP-Caprin1-USP10 complexes mediate stress granule condensation
and associate with 40S subunits. ) Cell Biol, 2016. 212(7): p. 845-60.

54, van de Vijver, M.J., et al., A gene-expression signature as a predictor of survival in breast
cancer. N Engl ] Med, 2002. 347(25): p. 1999-2009.

55. van 't Veer, L.J., et al., Gene expression profiling predicts clinical outcome of breast cancer.
Nature, 2002. 415(6871): p. 530-6.

56. Farmer, P, et al., Identification of molecular apocrine breast tumours by microarray analysis.
Oncogene, 2005. 24(29): p. 4660-71.

57. Minn, AlJ., et al.,, Genes that mediate breast cancer metastasis to lung. Nature, 2005.
436(7050): p. 518-24.

58. Wang, Y., et al.,, Gene-expression profiles to predict distant metastasis of lymph-node-
negative primary breast cancer. Lancet, 2005. 365(9460): p. 671-9.

59. Hess, K.R., et al., Pharmacogenomic predictor of sensitivity to preoperative chemotherapy

with paclitaxel and fluorouracil, doxorubicin, and cyclophosphamide in breast cancer. J Clin
Oncol, 2006. 24(26): p. 4236-44.

60. Ivshina, A.V., et al., Genetic reclassification of histologic grade delineates new clinical
subtypes of breast cancer. Cancer Res, 2006. 66(21): p. 10292-301.

61. Sotiriou, C., et al., Gene expression profiling in breast cancer: understanding the molecular
basis of histologic grade to improve prognosis. ) Natl Cancer Inst, 2006. 98(4): p. 262-72.

62. Bonnefoi, H., et al., Validation of gene signatures that predict the response of breast cancer

to neoadjuvant chemotherapy: a substudy of the EORTC 10994/BIG 00-01 clinical trial. Lancet
Oncol, 2007. 8(12): p. 1071-1078.

63. Desmedt, C., et al., Strong time dependence of the 76-gene prognostic signature for node-
negative breast cancer patients in the TRANSBIG multicenter independent validation series.
Clin Cancer Res, 2007. 13(11): p. 3207-14.

64. Miller, W.R. and A. Larionov, Changes in expression of oestrogen requlated and proliferation
genes with neoadjuvant treatment highlight heterogeneity of clinical resistance to the
aromatase inhibitor, letrozole. Breast Cancer Res, 2010. 12(4): p. R52.

65. Klein, A., et al., Comparison of gene expression data from human and mouse breast cancers:
identification of a conserved breast tumor gene set. Int ) Cancer, 2007. 121(3): p. 683-8.
66. Bos, P.D., et al., Genes that mediate breast cancer metastasis to the brain. Nature, 2009.

459(7249): p. 1005-9.
67. Hoeflich, K.P., et al., In vivo antitumor activity of MEK and phosphatidylinositol 3-kinase
inhibitors in basal-like breast cancer models. Clin Cancer Res, 2009. 15(14): p. 4649-64.

13



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

68. Marty, B., et al., Frequent PTEN genomic alterations and activated phosphatidylinositol 3-
kinase pathway in basal-like breast cancer cells. Breast Cancer Res, 2008. 10(6): p. R101.

69. Merritt, W.M., et al., Dicer, Drosha, and outcomes in patients with ovarian cancer. N Engl J
Med, 2008. 359(25): p. 2641-50.

70. Schmidt, M., et al., The humoral immune system has a key prognostic impact in node-
negative breast cancer. Cancer Res, 2008. 68(13): p. 5405-13.

71. Yu, K., et al., A precisely regulated gene expression cassette potently modulates metastasis
and survival in multiple solid cancers. PLoS Genet, 2008. 4(7): p. e1000129.

72. Barry, W.T., et al., Intratumor heterogeneity and precision of microarray-based predictors of
breast cancer biology and clinical outcome. J Clin Oncol, 2010. 28(13): p. 2198-206.

73. Iwamoto, T., et al., Gene pathways associated with prognosis and chemotherapy sensitivity in
molecular subtypes of breast cancer. ) Natl Cancer Inst, 2011. 103(3): p. 264-72.

74. Korde, L.A., et al., Gene expression pathway analysis to predict response to neoadjuvant
docetaxel and capecitabine for breast cancer. Breast Cancer Res Treat, 2010. 119(3): p. 685-
99.

75. Prat, A,, et al., Phenotypic and molecular characterization of the claudin-low intrinsic subtype
of breast cancer. Breast Cancer Res, 2010. 12(5): p. R68.

76. Silver, D.P., et al., Efficacy of neoadjuvant Cisplatin in triple-negative breast cancer. J Clin
Oncol, 2010. 28(7): p. 1145-53.

77. Tabchy, A., et al.,, Evaluation of a 30-gene paclitaxel, fluorouracil, doxorubicin, and

cyclophosphamide chemotherapy response predictor in a multicenter randomized trial in
breast cancer. Clin Cancer Res, 2010. 16(21): p. 5351-61.

78. Jonsson, S., et al.,, BCR-ABL1 transcript levels increase in peripheral blood but not in
granulocytes after physical exercise in patients with chronic myeloid leukemia. Scand J Clin
Lab Invest, 2011. 71(1): p. 7-11.

79. Desmedt, C., et al., Multifactorial approach to predicting resistance to anthracyclines. J Clin
Oncol, 2011. 29(12): p. 1578-86.

80. Guedj, M., et al., A refined molecular taxonomy of breast cancer. Oncogene, 2012. 31(9): p.

1196-206.

81. Hatzis, C., et al., A genomic predictor of response and survival following taxane-anthracycline
chemotherapy for invasive breast cancer. JAMA, 2011. 305(18): p. 1873-81.

82. Popovici, V., et al., Effect of training-sample size and classification difficulty on the accuracy
of genomic predictors. Breast Cancer Res, 2010. 12(1): p. R5.

83. Ellis, M.J., et al.,, Whole-genome analysis informs breast cancer response to aromatase
inhibition. Nature, 2012. 486(7403): p. 353-60.

84. Curtis, C., et al., The genomic and transcriptomic architecture of 2,000 breast tumours reveals
novel subgroups. Nature, 2012. 486(7403): p. 346-52.

85. Sabatier, R., et al., Down-regulation of ECRG4, a candidate tumor suppressor gene, in human

breast cancer. PLoS One, 2011. 6(11): p. e27656.

86. Zhang, Y., et al., The 76-gene signature defines high-risk patients that benefit from adjuvant
tamoxifen therapy. Breast Cancer Res Treat, 2009. 116(2): p. 303-9.

87. Chen, D.T., et al., Proliferative genes dominate malignancy-risk gene signature in
histologically-normal breast tissue. Breast Cancer Res Treat, 2010. 119(2): p. 335-46.

88. Cancer Genome Atlas, N., Comprehensive molecular portraits of human breast tumours.
Nature, 2012. 490(7418): p. 61-70.

89. Jorissen, R.N., et al., Metastasis-Associated Gene Expression Changes Predict Poor Outcomes
in Patients with Dukes Stage B and C Colorectal Cancer. Clin Cancer Res, 2009. 15(24): p.
7642-7651.

90. Sheffer, M., et al., Association of survival and disease progression with chromosomal
instability: a genomic exploration of colorectal cancer. Proc Natl Acad Sci U S A, 2009. 106(17):
p. 7131-6.

14



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

91. Staub, E., et al., An expression module of WIPF1-coexpressed genes identifies patients with
favorable prognosis in three tumor types. ) Mol Med (Berl), 2009. 87(6): p. 633-44.

92. Smith, J.J., et al., Experimentally derived metastasis gene expression profile predicts
recurrence and death in patients with colon cancer. Gastroenterology, 2010. 138(3): p. 958-
68.

93. Kennedy, R.D., et al., Development and independent validation of a prognostic assay for
stage Il colon cancer using formalin-fixed paraffin-embedded tissue. J Clin Oncol, 2011. 29(35):
p. 4620-6.

94. Sveen, A, et al., Transcriptome instability in colorectal cancer identified by exon microarray
analyses: Associations with splicing factor expression levels and patient survival. Genome
Med, 2011. 3(5): p. 32.

95. Laibe, S., et al., A seven-gene signature aggregates a subgroup of stage Il colon cancers with
stage Ill. OMICS, 2012. 16(10): p. 560-5.

96. Marisa, L., et al., Gene expression classification of colon cancer into molecular subtypes:
characterization, validation, and prognostic value. PLoS Med, 2013. 10(5): p. e1001453.

97. de Sousa, E.M.F., et al., Methylation of cancer-stem-cell-associated Wnt target genes predicts
poor prognosis in colorectal cancer patients. Cell Stem Cell, 2011. 9(5): p. 476-85.

98. Cancer Genome Atlas, N., Comprehensive molecular characterization of human colon and
rectal cancer. Nature, 2012. 487(7407): p. 330-7.

99. Badea, R., et al., Evaluating the liver tumors using three-dimensional ultrasonography. A

pictorial essay. ) Gastrointestin Liver Dis, 2007. 16(1): p. 85-92.

100. Van den Broeck, A., et al.,, Molecular markers associated with outcome and metastasis in
human pancreatic cancer. ) Exp Clin Cancer Res, 2012. 31: p. 68.

101. Lunardi, S., et al., IP-10/CXCL10 induction in human pancreatic cancer stroma influences
lymphocytes recruitment and correlates with poor survival. Oncotarget, 2014. 5(22): p.
11064-80.

102.  Park, M., et al., Characterization of gene expression and activated signaling pathways in
solid-pseudopapillary neoplasm of pancreas. Mod Pathol, 2014. 27(4): p. 580-93.

103.  Grutzmann, R., et al., Microarray-based gene expression profiling in pancreatic ductal
carcinoma: status quo and perspectives. Int J Colorectal Dis, 2004. 19(5): p. 401-13.

104. Monzon, F.A., et al., Multicenter validation of a 1,550-gene expression profile for
identification of tumor tissue of origin. J Clin Oncol, 2009. 27(15): p. 2503-8.

105. Bailey, P, et al., Genomic analyses identify molecular subtypes of pancreatic cancer. Nature,
2016. 531(7592): p. 47-52.

106.  Collisson, E.A., et al., Subtypes of pancreatic ductal adenocarcinoma and their differing
responses to therapy. Nat Med, 2011. 17(4): p. 500-3.

107. Kirby, M.K., et al., RNA sequencing of pancreatic adenocarcinoma tumors yields novel
expression patterns associated with long-term survival and reveals a role for ANGPTL4. Mol
Oncol, 2016. 10(8): p. 1169-82.

108. Zhang, G., et al., DPEP1 inhibits tumor cell invasiveness, enhances chemosensitivity and
predicts clinical outcome in pancreatic ductal adenocarcinoma. PLoS One, 2012. 7(2): p.
e31507.

109. Winter, C,, et al., Google goes cancer: improving outcome prediction for cancer patients by
network-based ranking of marker genes. PLoS Comput Biol, 2012. 8(5): p. e1002511.

110. Cancer Genome Atlas Research Network. Electronic address, a.a.d.h.e. and N. Cancer
Genome Atlas Research, Integrated Genomic Characterization of Pancreatic Ductal
Adenocarcinoma. Cancer Cell, 2017. 32(2): p. 185-203 e13.

111.  Stratford, J.K.,, et al.,, A six-gene signature predicts survival of patients with localized
pancreatic ductal adenocarcinoma. PLoS Med, 2010. 7(7): p. e1000307.

112. Chen, D.T., et al., Prognostic Fifteen-Gene Signature for Early Stage Pancreatic Ductal
Adenocarcinoma. PLoS One, 2015. 10(8): p. e0133562.

15



Preprints (www.preprints.org) | NOT PEER-REVIEWED | Posted: 7 April 2020

113. Somasekharan, S.P., et al., YB-1 regulates stress granule formation and tumor progression by
translationally activating G3BP1. J Cell Biol, 2015. 208(7): p. 913-29.

114.  Guitard, E., et al., G3BP js overexpressed in human tumors and promotes S phase entry.
Cancer Lett, 2001. 162(2): p. 213-21.

115.  French, J., et al.,, The expression of Ras-GTPase activating protein SH3 domain-binding
proteins, G3BPs, in human breast cancers. Histochem J, 2002. 34(5): p. 223-31.

116.  Gupta, N., et al., Stress granule-associated protein G3BP2 regulates breast tumor initiation.
Proc Natl Acad Sci U S A, 2017. 114(5): p. 1033-1038.

117. Wei, S.C,, et al.,, Matrix stiffness drives epithelial-mesenchymal transition and tumour
metastasis through a TWIST1-G3BP2 mechanotransduction pathway. Nat Cell Biol, 2015.
17(5): p. 678-88.

118. Zheng, H., et al., Elevated expression of G3BP1 associates with YB1 and p-AKT and predicts
poor prognosis in nonsmall cell lung cancer patients after surgical resection. Cancer Med,
2019. 8(16): p. 6894-6903.

119. Min, L., et al., Overexpression of Ras-GTPase-activating protein SH3 domain-binding protein 1
correlates with poor prognosis in gastric cancer patients. Histopathology, 2015. 67(5): p. 677-
88.

120. Xiong, R., J.L. Gao, and T. Yin, G3BP1 activates the TGF-beta/Smad signaling pathway to
promote gastric cancer. Onco Targets Ther, 2019. 12: p. 7149-7156.

121. Dou, N., et al., G3BP1 contributes to tumor metastasis via upregulation of Slug expression in
hepatocellular carcinoma. Am J Cancer Res, 2016. 6(11): p. 2641-2650.

122. Takayama, K.l., et al., Association of USP10 with G3BP2 Inhibits p53 Signaling and Contributes
to Poor Outcome in Prostate Cancer. Mol Cancer Res, 2018. 16(5): p. 846-856.

123.  Zlobec, 1., et al., TIA-1 cytotoxic granule-associated RNA binding protein improves the
prognostic performance of CD8 in mismatch repair-proficient colorectal cancer. PLoS One,
2010. 5(12): p. e14282.

124.  Hasselblom, S., et al.,, The number of tumour-infiltrating TIA-1+ cytotoxic T cells but not
FOXP3+ regulatory T cells predicts outcome in diffuse large B-cell lymphoma. Br J Haematol,
2007.137(4): p. 364-73.

125.  Sabile, A.A., et al., Caprin-1, a novel Cyr61-interacting protein, promotes osteosarcoma tumor
growth and lung metastasis in mice. Biochim Biophys Acta, 2013. 1832(8): p. 1173-82.

126. Tan, N., et al., Upregulation of caprinl expression is associated with poor prognosis in
hepatocellular carcinoma. Pathol Res Pract, 2017. 213(12): p. 1563-1567.

127.  Zhang, Y., et al., Downregulated miR-621 promotes cell proliferation via targeting CAPRIN1 in
hepatocellular carcinoma. Am J Cancer Res, 2018. 8(10): p. 2116-2129.

128. Zeng, Z., et al., Prognostic significance of USP10 as a tumor-associated marker in gastric
carcinoma. Tumour Biol, 2014. 35(4): p. 3845-53.

129. Han, G.H,, et al.,, Loss of Both USP10 and p14ARF Protein Expression Is an Independent
Prognostic Biomarker for Poor Prognosis in Patients With Epithelial Ovarian Cancer. Cancer
Genomics Proteomics, 2019. 16(6): p. 553-562.

130. Zeng, Z., et al., Association and clinical implication of the USP10 and MSH2 proteins in non-
small cell lung cancer. Oncol Lett, 2019. 17(1): p. 1128-1138.

131. Song, J.S., et al., Dual loss of USP10 and p14ARF protein expression is associated with poor
prognosis in patients with small intestinal adenocarcinoma. Tumour Biol, 2018. 40(10): p.
1010428318808678.

132.  Echeverria, G.V., et al., Resistance to neoadjuvant chemotherapy in triple-negative breast
cancer mediated by a reversible drug-tolerant state. Sci Transl Med, 2019. 11(488).

16



