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Abstract: The vertebrate body shape is formed by the specific sizes and shapes of its resident
tissues and organs, whose alignments are essential for proper functioning. To maintain tissue
and organ shape, and thereby function, it is necessary to remove senescent, transformed, and/or
damaged cells, which impair function and can lead to tumorigenesis. However, the molecular
mechanisms underlying three-dimensional (3D) organ formation and homeostasis are not fully clear.
Yes-associated protein (YAP) is a transcriptional co-activator that is involved in organ size control
and tumorigenesis. Recently, we reported that YAP is essential for proper 3D body shape through
regulation of cell tension by using a unique medaka fish mutant, hirame (hir). In Madin-Darby
canine kidney (MDCK) epithelial cells, active YAP-transformed cells are eliminated apically when
surrounded by normal cells. Furthermore, in a mosaic mouse model, active YAP-expressing damaged
hepatocytes undergo apoptosis and are eliminated from the liver. Thus, YAP functions in quantitative
and quality control in organogenesis. In this review, we describe the various roles of YAP in
vertebrates, including in the initiation of liver cancer.
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1. Introduction

Despite the fact that living organisms are continually faced with the force of gravity, they are
able to maintain complicated and elaborate three-dimensional (3D) organs [1]. The reason why living
organisms do not collapse from their own weight is that they have a mechanism for gravitational
resistance inside their own cells. This mechanism is known as cellular tension, which employs
actomyosin-generated contraction to resist collapse. Actomyosin-mediated cellular tension constantly
affects the extracellular matrix (ECM) and adjacent cells, and influences mechanohomeostasis [2,3].
In recent years, it has become clear that mechanohomeostasis is fundamental to cellular and tissue
health [4]. Mechanohomeostasis is closely involved in the regulation of cell proliferation, differentiation,
and apoptosis, and the breakdown of this mechanism leads to various pathologies such as cancer and
arteriosclerosis caused by chronic inflammation [5,6].

Tissues and organs undergo cellular stress that can lead to damaged, senescent, and/or
transformed cells [7-10] that require elimination. The loss of these cells must then be compensated
for by cell proliferation, which maintains the size and quality of the tissues and organs [11-14]. It has
been reported that oncogene-induced senescent hepatocytes secrete chemo- and cytokines and are
subject to immune-mediated clearance (designated as “senescence surveillance”), which depends on
an intact CD4+ T-cell-mediated adaptive immune response [15]. Impaired immune surveillance of
pre-malignant senescent hepatocytes results in the development of murine hepatocellular carcinomas
(HCCs), thus showing that senescence surveillance is important for tumor suppression in vivo.
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“Cell competition” is a type of cell-cell interaction that was originally discovered in the imaginal
wing disc of Drosophila [16]. During cell competition, the fitness of a cell is compared to that of its
neighboring cells. Cells that are less fit than their neighboring cells are “losers” and are eliminated
by either apoptosis or apical extrusion, while the fitter cells become “winners” and survive [17,18].
For example, in the Drosophila wing disc, the ribosomal proteins-encoded Minute gene heterozygous
cells underwent apoptosis as losers when they were confronted with wild-type (WT) cells [19,20]. And,
in mouse embryonic stem cells or epiblasts, the cells with lower levels of Myc underwent apoptosis
and were eliminated [21,22]. Finally, in Madin-Darby canine kidney (MDCK) epithelial cells, those
cells that expressed the oncogenic proteins v-Src or K-Ras (G12V) were losers and became apically
extruded [23,24].

Yes-associated protein (YAP) and its paralog, transcriptional co-activator with PDZ-binding
motif (TAZ) are well-known downstream effectors of the Hippo signaling pathway, which is an
evolutionarily conserved regulator of organ size control during animal development, tumorigenesis,
regeneration, and stem cell self-renewal [25,26]. The Hippo signaling pathway negatively regulates
YAP by phosphorylating five conserved serine residues. Phosphorylated YAP binds to the
phosphoserine/phosphothreonine-binding protein 14-3-3, which retains YAP in the cytoplasm leading
to its degradation [27,28]. Inactivation of the Hippo pathway enables YAP translocation into the nucleus
where it drives target gene expression through binding to various transcription factors, including TEA
domain transcription factor (TEAD)1/2/3/4, Smad1/2/3, p73, Kruppel-like factor 5 (KLF5), Runx1/2,
ErbB4, T-box transcription factor 5 (TBX5), and FoxO1 [29-31]. YAP and TAZ regulate various cellular
responses such as cell proliferation, apoptosis, contact inhibition, epithelial-mesenchymal transition,
and cell competition [25,26].

In this review, we describe our recent reports that the Hippo-YAP pathway is involved in 3D organ
formation and abnormal cell elimination in vivo. We first outline the molecular basis of YAP-regulated
cellular tension and organ formation, which functions via the cortical actomyosin network. In the
latter part, we describe the molecular mechanisms of YAP-induced cell elimination in vitro and
in vivo, which occurs via cytoskeleton organization and cell migration and Rho-family GEFs. Finally,
we discuss the role of these processes in liver cancer, and in cancer in general. These apparently diverse
aspects of YAP function are essential for cell, tissue, and body homeostasis. Thus, the loss of these
functions induces diseases including cancer.

2. YAP Regulates 3D Organ Formation through Cell Tension in Medaka

To identify new factors related to organ formation, we analyzed a large-scale mutagenesis screen
using medaka [32]. From this, we identified the medaka hir mutant, which displays a flattened
body and exhibits progressive body collapse (Figure 1A). This was associated with flattening and
misalignment of tissues and organs, including the neural tube, somites, and lenses. Positional cloning in
hir mutants identified a nonsense mutation in the YAP gene, and morpholino oligonucleotides showed
that knockdown of YAP in medaka embryos phenocopied this hir phenotype [33,34]. We further
evaluated the contribution of TAZ to the YAP knockdown phenotype. YAP/TAZ double knockdown
showed more obvious blastopore closure than the YAP knockdown alone. In hir embryos, cell
proliferation was largely unaffected, but it was strongly reduced in the TAZ knockdown and YAP/TAZ
double knockdown medaka embryos.
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Figure 1. Yes-associated protein (YAP) regulates mechanohomeostasis in medaka. (A) Wild-type (WT)
medaka embryo and hirame mutant. hirame mutant displays a flat body due to cell slipping. (B) A model
of mechanohomeostasis. Extracellular mechanical cues induce F-actin polymerization and activate
YAP. Activated-YAP activates Rho-GTPase activating-protein 18 (ARHGAP18) and suppresses F-actin
polymerization, resulting in regulation of the extracellular matrix. Thus, YAP, the cytoskeleton and the
extracellular matrix constitute a feedback loop.

To examine whether body collapse correlated with the direction of gravity, mutant embryos were
maintained either right-side or left-side down. Mutant embryos collapsed towards the earth. Thus, hir
embryos could not withstand external forces, suggesting reduced tissue tension. Indeed, micropipette
aspiration experiments indicated that the physical tissue tension of the neural tube in hir was reduced.
Single-cell tracking analysis revealed that tissue flatting was associated with a failure to stack cells, and
an increase in cells slipping to one side after perpendicular cell division. In addition, hir retina showed
punctate fibronectin patches. Thus, we concluded that YAP is required for actomyosin-mediated tissue
tension and functions in tissue alignment by regulating fibronectin assembly in medaka.

We used a human 3D spheroid in vitro culture system to identify the downstream effectors of YAP
that regulate tissue tension. YAP knockdown spheroids collapsed when they were exposed to forces
applied by slow centrifugation. YAP knockdown spheroids also showed reduced levels of actomyosin
activity, specifically reduced levels of phosphorylated myosin regulatory light chain (pMRLC), and
also lacked the typical pattern formation of fibronectin fibrils. YAP knockdown spheroids were also
subjected to gene expression profiling, which revealed significantly altered expression levels of the
Rho GTPase activating protein (GAP), Activated-YAP activates Rho-GTPase activating-protein 18
(ARHGAP18). ARHGAP18 inhibits the small GTP-binding protein Rho thereby suppressing F-actin
polymerization. The expression levels of ARHGAP18 were reduced in both the hir mutant and YAP
knockdown spheroids. In ARHGAP18 knockdown spheroids, pMRLC levels were also reduced and
fibronectin assembly was induced, similar to the phenotype in the YAP knockdown spheroids. Thus,
these results suggest that YAP activates the actomyosin network and induces fibronectin assembly
through regulating the expression of ARHGAP1S.

We concluded that YAP plays a critical role in tissue tension via ARHGAP18 and associated genes
by regulating the formation of the cortical actomyosin network, and that this mechanism is essential
for producing the correct shape of the organ/body. Previous reports had shown that YAP can act as
a mechanosensor in response to extracellular forces [35]. Our data indicate that YAP also acts as a
mechanoregulator of tissue tension. Extracellular mechanical cues induce YAP activation through actin
polymerization. Then, YAP regulates ARHGAP18 activity, resulting in actin-dependent extracellular
matrix formation. ARHGAP18 might suppress YAP activity through a negative feedback mechanism
(Figure 1B). This implies mechanohomeostasis: a feedback loop where YAP controls tissue tension and,
in turn, is controlled by tissue tension.
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3. YAP-Expressing MDCK Cells Undergo Apical Extrusion Depending on Neighboring
Cell Status

The elimination of transformed cells is one of the functions required for organ homeostasis [36].
Previous reports showed that K-Ras (G12V) or v-Src-expressing MDCK cells are extruded apically [23,24].
To investigate the fate of active YAP-expressing MDCK cells, we established YAP (5SA)-expressing MDCK
cell lines (YAP (5SA) cells) that express constitutively active YAP (the five phosphorylatable serine residues
were replaced by alanine residues). As a control, we used YAP wild-type (WT)-expressing MDCK cells
(YAP (WT) cells). YAP (5SA) and YAP (WT) cells were labeled with a red fluorescent dye and were mixed
with normal MDCK cells at a ratio of 1:50 (to represent a mosaic condition). Cell proliferation and cell
survival were not different among YAP (5SA), YAP (WT), and normal MDCK cells. However, YAP (55A)
cells, but not YAP (WT) cells, were extruded apically when surrounded by normal MDCK cells (Figure 2).
On the other hand, normal MDCK cells were not extruded when they were surrounded by YAP (55A)
cells. These results indicated that YAP activation induces apical extrusion in mammalian epithelial cells.
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Figure 2. Molecular mechanism of apical extrusion of active YAP-expressing Madin-Darby canine
kidney (MDCK) cells. Active YAP induces TEA domain transcription factor (TEAD)-dependent gene
expression, which activates Phosphoinositide 3-kinase (PI3K) and Mammalian target of rapamycin
(mTOR) signals. This is recognized by neighboring cells in which filamin accumulation induces
pressure for apical extrusion of YAP active cells. In contrast, active Ras or Src in the neighboring cell
inhibits apical extrusion.

To identify the molecular mechanisms of YAP-induced apical extrusion, we analyzed the effects
of YAP (55A) domain mutants and specific chemical inhibitors on apical extrusion. YAP (55A /TEAD¥)
lacking the TEAD-binding domain, and YAP (5SA/APDZ) lacking the PDZ binding motif did not
induce apical extrusion. The application of chemical inhibitors of phosphoinositide-3-kinase (PI3K),
mammalian target of rapamycin (mTOR), or p70S6 kinase (p7056K) also did not induce apical extrusion.
These results indicated that YAP and TEAD-dependent gene expression, and the PI3K-mTOR-56K
pathway, are essential for apical extrusion. Previous reports showed that vimentin, an intermediate
filament protein, and filamin, a homodimeric actin-binding protein, in neighboring MDCK cells
are important for K-Ras (G12V)- and v-Src-inducing apical extrusion. To evaluate the importance
of vimentin and filamin in neighboring MDCK cells, we used vimentin shRNA or filamin shRNA.
Neighboring vimentin or filamin-knockdown MDCK cells inhibited the apical extrusion of YAP (55A)
cells. These data indicated that vimentin and filamin in neighboring cells regulate apical extrusion.

To investigate whether the condition of the neighboring cells affects the fate of YAP (55A) cells,
we compared apical extrusion-inducing activity between YAP (5SA), K-Ras (G12V), and v-Src cells.
The apical extrusion of YAP (5SA) cells surrounded by K-Ras (G12V) or v-Src cells was greatly
suppressed compared to co-culturing with normal MDCK cells. The apical extrusion of K-Ras (G12V)
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cells surrounded by v-Src was also completely suppressed. In contrast, apical extrusion of v-Src cells
surrounded by K-Ras (G12V) or YAP (5SA) cells was not suppressed. Thus, normal MDCK cells have a
stronger extruding activity than YAP (5SA), K-Ras (G12V), and v-Src cells. This demonstrates that,
depending on the status of the neighboring cells, YAP (5SA) cells can change their fate with regards to
apical extrusion.

4. YAP Induces Damaged Hepatocyte Elimination Dependent on the Status of Liver Sinusoidal
Endothelial Cells (LSECs)

To investigate the role of YAP in organ homeostasis in vivo, we examined the dynamics of YAP
(5SA) cells in a mosaic condition in the mouse liver. We utilized adenoviral infection and hydrodynamic
tail vein injection (HTVi) to produce a ~30% mosaic state [37]. YAP (55A)-expressing hepatocytes
generated by adenoviral infection proliferated. In contrast, YAP (5SA)-expressing hepatocytes were
largely eliminated (to ~3%) within seven days. YAP-activated hepatocytes in double knockout mice
of the Hippo pathway components Mstl/Mst2 or Mobla/Moblb, prepared by HTVi, were also
eliminated [38—40]. Importantly, in immune-deficient mice lacking T cells, B cells, and NK cells, YAP
(5SA)-expressing hepatocytes were eliminated, which suggests that active YAP-expressing hepatocytes
damaged by HTVi are eliminated independently of adaptive immunity.

To uncover the mechanisms involved, we analyzed mouse liver sections stained with different
markers including the macrophage marker F4/80, a liver sinusoidal endothelial cell (LSEC) marker
Stab2, and another LSEC marker, LYVE1. Immunostaining showed that YAP (5SA)-expressing
hepatocytes migrated to the hepatic sinusoids where they were engulfed by liver resident macrophages
known as Kupffer cells. The depletion of Kupffer cells from the YAP-expressing mice with clodronate
liposomes [41] suppressed the elimination of YAP (5SA)-expressing hepatocytes from the liver and
increased the presence of TUNEL+ apoptotic cells. These results indicate that active YAP-expressing
hepatocytes migrate to the hepatic sinusoids where they undergo apoptosis and are subsequently
engulfed by Kupffer cells (Figure 3).
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Figure 3. Model of YAP-induced damaged hepatocyte elimination. Hepatocytes expressing activated

Engulfment

Quality control

YAP in the presence of liver injury such as ethanol migrate into sinusoids, undergo apoptosis, and are
engulfed by Kupffer cells.

To investigate whether only specific types of liver injury induce hepatocyte elimination in YAP
(5SA) mice, we treated them with either carbon tetrachloride (CCly), which causes specific injury to
hepatocytes; monocrotaline, which mainly causes LSEC injury; or ethanol, which damages both LSECs
and hepatocytes. Loss of YAP (5SA)-expressing hepatocytes was only detected in livers of mice treated
with ethanol, but not CCl4 or monocrotaline. These results indicated that damage to both LSECs and
hepatocytes is required for hepatocyte elimination.
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To identify the molecular mechanism underlying YAP-mediated elimination of damaged
hepatocytes, we performed gene expression profiling and hierarchical cluster analyses. Gene ontology
analysis identified CDC42, which is a small GTP-binding protein that regulates cytoskeleton
organization and cell migration. Consistent with an active role, dominant-negative mutants of
CDC42 or Rac suppressed the elimination of YAP-activated hepatocytes. cDNA microarray analysis
identified Ect2 and Fgd3, which are guanine nucleotide exchange factors (GEFs) for CDC42 and
Rac, respectively [42-44]. Both Ect2 and Fgd3 mRNAs were induced in YAP-activated damaged
hepatocytes treated with ethanol, but not with CCly. These results indicate that: (1) active YAP and
TEAD induce Ect2 and Fgd3 mRNA; (2) Ect2 and Fgd3 activate CDC42 and Rac, and (3) Cdc42 and
Rac regulate cytoskeleton organization and stimulate cell migration. We propose that YAP functions
in an emergency stress response that eliminates damaged cells to maintain tissue homeostasis by
cytoskeletal remodeling through Rho family GEFs.

5. YAP Activation and Cancer

Previous reports have shown that the Hippo-YAP pathway controls organ size and hepatocellular
carcinogenesis: YAP overexpression in mouse liver induced hepatomegaly and hepatocellular
carcinoma (HCC) [45,46]. In addition, liver-specific Mst1/2 deficient mice showed hepatomegaly and
HCC formation through YAP activation [40]. Liver-specific Mobla/1b double deficient mice also
showed HCC formation [39]. Thus, YAP functions as an oncogene, promoting liver overgrowth and
liver cancer formation.

We found a novel function for YAP in a tumor-suppressive role, as described above. We propose
that elimination of YAP-induced damaged hepatocytes suppresses cancer formation and maintains
liver quality (Figure 3). The damaged hepatocyte elimination is inhibited in fibrotic and cirrhotic
livers due to a stiffened ECM containing collagen (Figure 4). Previous reports showed that a stiff
ECM induces YAP activation via F-actin regulation [35]. In turn, YAP activation promotes hepatocyte
proliferation, resulting in liver cancer formation [45,46]. Thus, in the presence of activated YAP, liver
cancer is initiated dependent on the status of the surrounding environment, but not on Hippo pathway
mutations. This mechanism might explain the fact that Hippo pathway mutations are extremely rare
in human liver cancers [47].

w— —

Normal liver Fibrosis, Cirrhosis Liver cancer

/ LSEC /Stlff ECM
(oolo]e) || oimo o) —(o)e)
Hepatocyte YAP activation Cell proliferation

Cancer formation

Figure 4. Schematic model of liver cancer formation. In fibrosis and cirrhosis, a stiff ECM activates
YAP and promotes hepatocyte proliferation, but not hepatocyte elimination as shown in Figure 3.
This pathological situation can lead to liver cancer formation.

Recent reports have shown that the Hippo-YAP pathway plays important roles in liver and kidney
development [48,49]. Lats1/2 deletion in mouse liver results in perinatal lethality and failed to develop
tumors. Similarly, Lats1/2 deletion in mouse kidney leads to loss of nephron formation, but not
tumor formation. Another recent study has suggested that the Hippo-YAP pathway is involved in
cancer immunity. A melanoma cell line lacking Hippo pathway components Lats1/2 was shown
to induce anti-tumor immune responses in a syngeneic mouse model [50]. In this context, YAP
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nuclear translocation was enhanced and YAP target gene expression was increased. The melanoma
cells secreted extracellular vesicles and induced a type I interferon response. Subsequently, the
melanoma cells were destroyed by the host immune response. In contrast, liver-specific Mst1/2 or
Lats1/2 knockout mice displayed an immunosuppressive microenvironment [51,52]. These knockout
mice showed type II macrophages recruitment via cytokines CCL2 and CSF1 upon YAP activation.
It remains unclear how these apparently opposing effects of Hippo component knockouts on promoting
or repressing cancer immune surveillance can be reconciled [53].

The described diverse roles of YAP in cell tension, damaged cell elimination, and cancer immunity,
are all essential for tissue formation and tissue homeostasis. Therefore, impaired YAP functions
manifest as tissue overgrowth and cancer formation.

6. Conclusions

YAP knockout mice are embryonic lethal at embryonic day 8.5 and TAZ knockout mouse are
viable with glomerulocystic kidney disease and pulmonary disease [54-57]. On the other hand, YAP
knockout hir mutant showed the unique flatten phenotype. Our data using medaka has helped to
define the separate roles for YAP and TAZ: TAZ regulates cell proliferation, while YAP is predominantly
required for 3D body formation. Thus, it is important to use a variety of model organisms to further
dissect their cellular functions.

Previous reports showed that disruption of the Hippo pathway and YAP activation induced
tissue overgrowth and carcinogenesis in mice and humans [26]. In our study, we revealed a tumor
suppressive function of YAP through YAP-activated cell elimination. Thus, YAP functions as both an
oncogene and anti-oncogene depending on the surrounding environment.

We revealed that YAP induces ARHGAP18 GAP to form 3D organogenesis in medaka. Recently,
it was reported that YAP-induced ARHGAP29 promotes metastasis in a human gastric cancer cell
line [58]. And we found that YAP induces Ect2 and Fgd3 GEF to promote cell migration in mouse
liver [37]. Thus, YAP regulates cell tension, epithelial-mesenchymal transition, and cell migration
through cytoskeleton remodeling by Rho family GAPs and GEFs.

In this review, we described YAP function in three different contexts: (a) 3D organ formation
through cell tension using medaka; (b) the role of YAP in apical extrusion using MDCK cells, and (c)
the connection between YAP activation and cell elimination in damaged mouse liver. Cell tension is
essential for normal development and individual organ formation. Apical extrusion and damaged
hepatocyte elimination are essential for organ quality control and homeostasis. Disruption of these
processes causes an increased risk of cancer. All of these cellular processes are regulated by YAP and
the transcription factor TEAD, however, target gene expression is different. The molecular mechanisms
underlying the expression of different YAP-target genes using the same transcription factors but in
different contexts remain to be uncovered by future studies.

Acknowledgments: This work is supported by a Japan Society for the Promotion of Science (JSPS) Grant-in-Aid
for Scientific Research [17H05996 (Hiroshi Nishina) and 26114005-1 (Hiroshi Nishina)], the Uehara Memorial
Foundation (Hiroshi Nishina) and a Nanken-Kyoten grant from Tokyo Medical and Dental University (TMDU).

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Asaoka, Y.; Nishina, H.; Furutani-Seiki, M. YAP is essential for 3D organogenesis withstanding gravity.
Dev. Growth Differ. 2017, 59, 52-58. [CrossRef] [PubMed]

2. Samuel, M.S.; Lopez, ].I.; McGhee, E.J.; Croft, D.R.; Strachan, D.; Timpson, P.; Munro, ].; Schroder, E.; Zhou, J.;
Brunton, V.G,; et al. Actomyosin-mediated cellular tension drives increased tissue stiffness and beta-catenin
activation to induce epidermal hyperplasia and tumor growth. Cancer Cell 2011, 19, 776-791. [CrossRef]
[PubMed]

3. Wozniak, M.A.; Chen, C.S. Mechanotransduction in development: A growing role for contractility. Nat. Rev.
Mol. Cell Biol. 2009, 10, 34-43. [CrossRef] [PubMed]


http://dx.doi.org/10.1111/dgd.12338
http://www.ncbi.nlm.nih.gov/pubmed/28093734
http://dx.doi.org/10.1016/j.ccr.2011.05.008
http://www.ncbi.nlm.nih.gov/pubmed/21665151
http://dx.doi.org/10.1038/nrm2592
http://www.ncbi.nlm.nih.gov/pubmed/19197330

Cancers 2018, 10, 122 8 of 10

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Humphrey, ].D.; Dufresne, E.R.; Schwartz, M.A. Mechanotransduction and extracellular matrix homeostasis.
Nat. Rev. Mol. Cell Biol. 2014, 15, 802-812. [CrossRef] [PubMed]

Paszek, M.].; Zahir, N.; Johnson, K.R.; Lakins, ].N.; Rozenberg, G.I.; Gefen, A.; Reinhart-King, C.A;
Margulies, S.S.; Dembo, M.; Boettiger, D.; et al. Tensional homeostasis and the malignant phenotype.
Cancer Cell 2005, 8, 241-254. [CrossRef] [PubMed]

Wang, L.; Luo, J.Y,; Li, B,; Tian, X.Y.; Chen, L.J.; Huang, Y.; Liu, J.; Deng, D.; Lau, CW.; Wan, S.; et al.
Integrin-YAP/TAZ-JNK cascade mediates atheroprotective effect of unidirectional shear flow. Nature 2016,
540, 579. [CrossRef] [PubMed]

Bissell, M.].; Hines, W.C. Why don’t we get more cancer? A proposed role of the microenvironment in
restraining cancer progression. Nat. Med. 2011, 17, 320-329. [CrossRef] [PubMed]

Finkel, T.; Holbrook, N.J. Oxidants, oxidative stress and the biology of ageing. Nature 2000, 408, 239-247.
[CrossRef] [PubMed]

Marquardt, J.U.; Andersen, ].B.; Thorgeirsson, S.S. Functional and genetic deconstruction of the cellular
origin in liver cancer. Nat. Rev. Cancer 2015, 15, 653-667. [CrossRef] [PubMed]

Neuman, M.G.; French, S.W.; French, B.A.; Seitz, H.K.; Cohen, L.B.; Mueller, S.; Osna, N.A.; Kharbanda, K.K.;
Seth, D.; Bautista, A.; et al. Alcoholic and non-alcoholic steatohepatitis. Exp. Mol. Pathol. 2014, 97, 492-510.
[CrossRef] [PubMed]

Bergmann, A.; Steller, H. Apoptosis, stem cells, and tissue regeneration. Sci. Signal. 2010, 3, re8. [CrossRef]
[PubMed]

Jacobson, M.D.; Weil, M.; Raff, M.C. Programmed cell death in animal development. Cell 1997, 88, 347-354.
[CrossRef]

Senovilla, L.; Galluzzi, L.; Zitvogel, L.; Kroemer, G. Immunosurveillance as a regulator of tissue homeostasis.
Trends Immunol. 2013, 34, 471-481. [CrossRef] [PubMed]

van Deursen, ].M. The role of senescent cells in ageing. Nature 2014, 509, 439-446. [CrossRef] [PubMed]
Kang, TW.; Yevsa, T.; Woller, N.; Hoenicke, L.; Wuestefeld, T.; Dauch, D.; Hohmeyer, A.; Gereke, M.;
Rudalska, R.; Potapova, A.; et al. Senescence surveillance of pre-malignant hepatocytes limits liver cancer
development. Nature 2011, 479, 547-551. [CrossRef] [PubMed]

Morata, G.; Ripoll, P. Minutes: Mutants of drosophila autonomously affecting cell division rate. Dev. Biol.
1975, 42, 211-221. [CrossRef]

Claveria, C.; Torres, M. Cell Competition: Mechanisms and Physiological Roles. Annu. Rev. Cell Dev. Biol.
2016, 32, 411-439. [CrossRef] [PubMed]

Merino, M.M.; Levayer, R.; Moreno, E. Survival of the Fittest: Essential Roles of Cell Competition in
Development, Aging, and Cancer. Trends Cell Biol. 2016, 26, 776-788. [CrossRef] [PubMed]

Moreno, E.; Basler, K.; Morata, G. Cells compete for decapentaplegic survival factor to prevent apoptosis in
Drosophila wing development. Nature 2002, 416, 755-759. [CrossRef] [PubMed]

Martin, FA.; Herrera, S.C.; Morata, G. Cell competition, growth and size control in the Drosophila wing
imaginal disc. Development 2009, 136, 3747-3756. [CrossRef] [PubMed]

Claveria, C.; Giovinazzo, G.; Sierra, R.; Torres, M. Myc-driven endogenous cell competition in the early
mammalian embryo. Nature 2013, 500, 39—44. [CrossRef] [PubMed]

Sancho, M.; Di-Gregorio, A.; George, N.; Pozzi, S.; Sanchez, ].M.; Pernaute, B.; Rodriguez, T.A. Competitive
interactions eliminate unfit embryonic stem cells at the onset of differentiation. Dev. Cell 2013, 26, 19-30.
[CrossRef] [PubMed]

Hogan, C.; Dupre-Crochet, S.; Norman, M.; Kajita, M.; Zimmermann, C.; Pelling, A.E.; Piddini, E,;
Baena-Lopez, L.A.; Vincent, J.P; Itoh, Y.; et al. Characterization of the interface between normal and
transformed epithelial cells. Nat. Cell Biol. 2009, 11, 460-467. [CrossRef] [PubMed]

Kajita, M.; Hogan, C.; Harris, A.R.; Dupre-Crochet, S.; Itasaki, N.; Kawakami, K.; Charras, G.; Tada, M.;
Fujita, Y. Interaction with surrounding normal epithelial cells influences signalling pathways and behaviour
of Src-transformed cells. J. Cell Sci. 2010, 123, 171-180. [CrossRef] [PubMed]

Fu, V; Plouffe, S.W.; Guan, K.L. The Hippo pathway in organ development, homeostasis, and regeneration.
Curr. Opin. Cell Biol. 2018, 49, 99-107. [CrossRef] [PubMed]

Zanconato, F.; Cordenonsi, M.; Piccolo, S. YAP/TAZ at the Roots of Cancer. Cancer Cell 2016, 29, 783-803.
[CrossRef] [PubMed]


http://dx.doi.org/10.1038/nrm3896
http://www.ncbi.nlm.nih.gov/pubmed/25355505
http://dx.doi.org/10.1016/j.ccr.2005.08.010
http://www.ncbi.nlm.nih.gov/pubmed/16169468
http://dx.doi.org/10.1038/nature20602
http://www.ncbi.nlm.nih.gov/pubmed/27926730
http://dx.doi.org/10.1038/nm.2328
http://www.ncbi.nlm.nih.gov/pubmed/21383745
http://dx.doi.org/10.1038/35041687
http://www.ncbi.nlm.nih.gov/pubmed/11089981
http://dx.doi.org/10.1038/nrc4017
http://www.ncbi.nlm.nih.gov/pubmed/26493646
http://dx.doi.org/10.1016/j.yexmp.2014.09.005
http://www.ncbi.nlm.nih.gov/pubmed/25217800
http://dx.doi.org/10.1126/scisignal.3145re8
http://www.ncbi.nlm.nih.gov/pubmed/20978240
http://dx.doi.org/10.1016/S0092-8674(00)81873-5
http://dx.doi.org/10.1016/j.it.2013.06.005
http://www.ncbi.nlm.nih.gov/pubmed/23891238
http://dx.doi.org/10.1038/nature13193
http://www.ncbi.nlm.nih.gov/pubmed/24848057
http://dx.doi.org/10.1038/nature10599
http://www.ncbi.nlm.nih.gov/pubmed/22080947
http://dx.doi.org/10.1016/0012-1606(75)90330-9
http://dx.doi.org/10.1146/annurev-cellbio-111315-125142
http://www.ncbi.nlm.nih.gov/pubmed/27501445
http://dx.doi.org/10.1016/j.tcb.2016.05.009
http://www.ncbi.nlm.nih.gov/pubmed/27319281
http://dx.doi.org/10.1038/416755a
http://www.ncbi.nlm.nih.gov/pubmed/11961558
http://dx.doi.org/10.1242/dev.038406
http://www.ncbi.nlm.nih.gov/pubmed/19855017
http://dx.doi.org/10.1038/nature12389
http://www.ncbi.nlm.nih.gov/pubmed/23842495
http://dx.doi.org/10.1016/j.devcel.2013.06.012
http://www.ncbi.nlm.nih.gov/pubmed/23867226
http://dx.doi.org/10.1038/ncb1853
http://www.ncbi.nlm.nih.gov/pubmed/19287376
http://dx.doi.org/10.1242/jcs.057976
http://www.ncbi.nlm.nih.gov/pubmed/20026643
http://dx.doi.org/10.1016/j.ceb.2017.12.012
http://www.ncbi.nlm.nih.gov/pubmed/29316535
http://dx.doi.org/10.1016/j.ccell.2016.05.005
http://www.ncbi.nlm.nih.gov/pubmed/27300434

Cancers 2018, 10, 122 90f 10

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Basu, S.; Totty, N.F,; Irwin, M.S.; Sudol, M.; Downward, J. Akt phosphorylates the Yes-associated protein,
YAP, to induce interaction with 14-3-3 and attenuation of p73-mediated apoptosis. Mol. Cell 2003, 11, 11-23.
[CrossRef]

Zhao, B.; Wei, X.; Li, W.; Udan, R.S.; Yang, Q.; Kim, J.; Xie, J.; Ikenoue, T.; Yu, J.; Li, L.; et al. Inactivation
of YAP oncoprotein by the Hippo pathway is involved in cell contact inhibition and tissue growth control.
Genes Dev. 2007, 21, 2747-2761. [CrossRef] [PubMed]

Vassilev, A.; Kaneko, K.J.; Shu, H.; Zhao, Y.; DePamphilis, M.L. TEAD/TEF transcription factors utilize the
activation domain of YAP65, a Src/ Yes-associated protein localized in the cytoplasm. Genes Dev. 2001, 15,
1229-1241. [CrossRef] [PubMed]

Zhao, B.; Ye, X,; Yu, J; Li, L,; Li, W,; Li, S;; Yu, J; Lin, ].D.; Wang, C.Y.; Chinnaiyan, A.M.; et al. TEAD
mediates YAP-dependent gene induction and growth control. Genes Dev. 2008, 22, 1962-1971. [CrossRef]
[PubMed]

Zhu, C,; Li, L.; Zhao, B. The regulation and function of YAP transcription co-activator. Acta Biochim. Biophys. Sin.
2015, 47, 16-28. [CrossRef] [PubMed]

Furutani-Seiki, M.; Sasado, T.; Morinaga, C.; Suwa, H.; Niwa, K.; Yoda, H.; Deguchi, T.; Hirose, Y.; Yasuoka, A.;
Henrich, T.; et al. A systematic genome-wide screen for mutations affecting organogenesis in Medaka,
Oryzias latipes. Mech. Dev. 2004, 121, 647-658. [CrossRef] [PubMed]

Porazinski, S.; Wang, H.; Asaoka, Y.; Behrndt, M.; Miyamoto, T.; Morita, H.; Hata, S.; Sasaki, T.; Krens, S.F.;
Osada, Y.; et al. YAP is essential for tissue tension to ensure vertebrate 3D body shape. Nature 2015, 521,
217-221. [CrossRef] [PubMed]

Asaoka, Y.; Furutani-Seiki, M. YAP mediated mechano-homeostasis—Conditioning 3D animal body shape.
Curr. Opin. Cell Biol. 2017, 49, 64-70. [CrossRef] [PubMed]

Panciera, T.; Azzolin, L.; Cordenonsi, M.; Piccolo, S. Mechanobiology of YAP and TAZ in physiology and
disease. Nat. Rev. Mol. Cell Biol. 2017, 18, 758-770. [CrossRef] [PubMed]

Chiba, T; Ishihara, E.; Miyamura, N.; Narumi, R.; Kajita, M.; Fujita, Y.; Suzuki, A.; Ogawa, Y.; Nishina, H.
MDCK cells expressing constitutively active Yes-associated protein (YAP) undergo apical extrusion
depending on neighboring cell status. Sci. Rep. 2016, 6, 28383. [CrossRef] [PubMed]

Miyamura, N.; Hata, S.; Itoh, T.; Tanaka, M.; Nishio, M.; Itoh, M.; Ogawa, Y.; Terai, S.; Sakaida, I.; Suzuki, A.;
et al. YAP determines the cell fate of injured mouse hepatocytes in vivo. Nat. Commun. 2017, 8, 16017.
[CrossRef] [PubMed]

Nishio, M.; Hamada, K.; Kawahara, K.; Sasaki, M.; Noguchi, F; Chiba, S.; Mizuno, K.; Suzuki, S.0.; Dong, Y.;
Tokuda, M.; et al. Cancer susceptibility and embryonic lethality in Mobla/1b double-mutant mice. J. Clin. Investig.
2012, 122, 4505-4518. [CrossRef] [PubMed]

Nishio, M.; Sugimachi, K.; Goto, H.; Wang, J.; Morikawa, T.; Miyachi, Y.; Takano, Y.; Hikasa, H.; Itoh, T.;
Suzuki, S.0,; et al. Dysregulated YAP1/TAZ and TGF-beta signaling mediate hepatocarcinogenesis in
Mobla/1b-deficient mice. Proc. Natl. Acad. Sci. USA 2016, 113, E71-E80. [CrossRef] [PubMed]

Zhou, D.; Conrad, C; Xia, E; Park, ].S.; Payer, B.; Yin, Y.; Lauwers, G.Y.; Thasler, W.; Lee, ].T.; Avruch, J.;
et al. Mstl and Mst2 maintain hepatocyte quiescence and suppress hepatocellular carcinoma development
through inactivation of the Yap1 oncogene. Cancer Cell 2009, 16, 425-438. [CrossRef] [PubMed]

Itoh, M.; Kato, H.; Suganami, T.; Konuma, K.; Marumoto, Y.; Terai, S.; Sakugawa, H.; Kanai, S.;
Hamaguchi, M.; Fukaishi, T.; et al. Hepatic crown-like structure: A unique histological feature in
non-alcoholic steatohepatitis in mice and humans. PLoS ONE 2013, 8, e82163. [CrossRef] [PubMed]

Fortin, S.P,; Ennis, M.].; Schumacher, C.A.; Zylstra-Diegel, C.R.; Williams, B.O.; Ross, J.T.; Winkles, J.A;
Loftus, J.C.; Symons, M.H.; Tran, N.L. Cdc42 and the guanine nucleotide exchange factors Ect2 and trio
mediate Fnl4-induced migration and invasion of glioblastoma cells. Mol. Cancer Res. 2012, 10, 958-968.
[CrossRef] [PubMed]

Huff, L.P,; Decristo, M.J.; Trembath, D.; Kuan, P.E,; Yim, M.; Liu, J.; Cook, D.R.; Miller, C.R.; Der, C.J.; Cox, A.D.
The Role of Ect2 Nuclear RhoGEF Activity in Ovarian Cancer Cell Transformation. Genes Cancer 2013, 4,
460-475. [CrossRef] [PubMed]

Nakanishi, H.; Takai, Y. Frabin and other related Cdc42-specific guanine nucleotide exchange factors couple
the actin cytoskeleton with the plasma membrane. J. Cell. Mol. Med. 2008, 12, 1169-1176. [CrossRef]
[PubMed]


http://dx.doi.org/10.1016/S1097-2765(02)00776-1
http://dx.doi.org/10.1101/gad.1602907
http://www.ncbi.nlm.nih.gov/pubmed/17974916
http://dx.doi.org/10.1101/gad.888601
http://www.ncbi.nlm.nih.gov/pubmed/11358867
http://dx.doi.org/10.1101/gad.1664408
http://www.ncbi.nlm.nih.gov/pubmed/18579750
http://dx.doi.org/10.1093/abbs/gmu110
http://www.ncbi.nlm.nih.gov/pubmed/25487920
http://dx.doi.org/10.1016/j.mod.2004.04.016
http://www.ncbi.nlm.nih.gov/pubmed/15210174
http://dx.doi.org/10.1038/nature14215
http://www.ncbi.nlm.nih.gov/pubmed/25778702
http://dx.doi.org/10.1016/j.ceb.2017.11.013
http://www.ncbi.nlm.nih.gov/pubmed/29253723
http://dx.doi.org/10.1038/nrm.2017.87
http://www.ncbi.nlm.nih.gov/pubmed/28951564
http://dx.doi.org/10.1038/srep28383
http://www.ncbi.nlm.nih.gov/pubmed/27324860
http://dx.doi.org/10.1038/ncomms16017
http://www.ncbi.nlm.nih.gov/pubmed/28681838
http://dx.doi.org/10.1172/JCI63735
http://www.ncbi.nlm.nih.gov/pubmed/23143302
http://dx.doi.org/10.1073/pnas.1517188113
http://www.ncbi.nlm.nih.gov/pubmed/26699479
http://dx.doi.org/10.1016/j.ccr.2009.09.026
http://www.ncbi.nlm.nih.gov/pubmed/19878874
http://dx.doi.org/10.1371/journal.pone.0082163
http://www.ncbi.nlm.nih.gov/pubmed/24349208
http://dx.doi.org/10.1158/1541-7786.MCR-11-0616
http://www.ncbi.nlm.nih.gov/pubmed/22571869
http://dx.doi.org/10.1177/1947601913514851
http://www.ncbi.nlm.nih.gov/pubmed/24386507
http://dx.doi.org/10.1111/j.1582-4934.2008.00345.x
http://www.ncbi.nlm.nih.gov/pubmed/18410521

Cancers 2018, 10, 122 10 of 10

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

Camargo, ED.; Gokhale, S.; Johnnidis, ].B.; Fu, D.; Bell, G.W.; Jaenisch, R.; Brummelkamp, T.R. YAP1
increases organ size and expands undifferentiated progenitor cells. Curr. Biol. 2007, 17, 2054-2060. [CrossRef]
[PubMed]

Dong, J.; Feldmann, G.; Huang, J.; Wu, S.; Zhang, N.; Comerford, S.A.; Gayyed, M.E,; Anders, R.A.; Maitra, A.;
Pan, D. Elucidation of a universal size-control mechanism in Drosophila and mammals. Cell 2007, 130,
1120-1133. [CrossRef] [PubMed]

Fujimoto, A.; Furuta, M.; Totoki, Y.; Tsunoda, T.; Kato, M.; Shiraishi, Y.; Tanaka, H.; Taniguchi, H.;
Kawakami, Y.; Ueno, M.; et al. Whole-genome mutational landscape and characterization of noncoding and
structural mutations in liver cancer. Nat. Genet 2016, 48, 500-509. [CrossRef] [PubMed]

Yi, J.; Lu, L,; Yanger, K.; Wang, W.; Sohn, B.H.; Stanger, B.Z.; Zhang, M.; Martin, J.E; Ajani, J.A.; Chen, J.; et al.
Large tumor suppressor homologs 1 and 2 regulate mouse liver progenitor cell proliferation and maturation
through antagonism of the coactivators YAP and TAZ. Hepatology 2016, 64, 1757-1772. [CrossRef] [PubMed]
McNeill, H.; Reginensi, A. Lats1/2 Regulate Yap/Taz to Control Nephron Progenitor Epithelialization and
Inhibit Myofibroblast Formation. J. Am. Soc. Nephrol. 2017, 28, 852-861. [CrossRef] [PubMed]

Moroishi, T.; Hayashi, T.; Pan, W.W.; Fujita, Y.; Holt, M.V.; Qin, J.; Carson, D.A.; Guan, K.L. The Hippo
Pathway Kinases LATS1/2 Suppress Cancer Immunity. Cell 2016, 167, 1525-1539.e17. [CrossRef] [PubMed]
Kim, W,; Khan, S.K;; Liu, Y;; Xu, R.; Park, O.; He, Y.; Cha, B.; Gao, B.; Yang, Y. Hepatic Hippo signaling inhibits
protumoural microenvironment to suppress hepatocellular carcinoma. Gut 2017. [CrossRef] [PubMed]
Guo, X.; Zhao, Y.; Yan, H.; Yang, Y.; Shen, S.; Dai, X; Ji, X.; Ji, E; Gong, X.G.; Li, L.; et al. Single tumor-initiating
cells evade immune clearance by recruiting type II macrophages. Genes Dev. 2017, 31, 247-259. [CrossRef]
[PubMed]

Zhang, Y.; Zhang, H.; Zhao, B. Hippo Signaling in the Immune System. Trends Biochem. Sci. 2018, 43, 77-80.
[CrossRef] [PubMed]

Hossain, Z.; Ali, SM.; Ko, H.L.; Xu, J.; Ng, C.P; Guo, K,; Qi, Z.; Ponniah, S.; Hong, W.; Hunziker, W.
Glomerulocystic kidney disease in mice with a targeted inactivation of Wwtrl. Proc. Natl. Acad. Sci. USA
2007, 104, 1631-1636. [CrossRef] [PubMed]

Makita, R.; Uchijima, Y.; Nishiyama, K.; Amano, T.; Chen, Q.; Takeuchi, T.; Mitani, A.; Nagase, T.; Yatomi, Y.;
Aburatani, H.; et al. Multiple renal cysts, urinary concentration defects, and pulmonary emphysematous
changes in mice lacking TAZ. Am. ]. Physiol. Ren. Physiol. 2008, 294, F542-F553. [CrossRef] [PubMed]
Morin-Kensicki, EMM.; Boone, B.N.; Howell, M.; Stonebraker, J.R.; Teed, J.; Alb, ].G.; Magnuson, T.R.;
O’Neal, W.; Milgram, S.L. Defects in yolk sac vasculogenesis, chorioallantoic fusion, and embryonic axis
elongation in mice with targeted disruption of Yap65. Mol. Cell. Biol. 2006, 26, 77-87. [CrossRef] [PubMed]
Tian, Y.; Kolb, R.; Hong, ].H.; Carroll, J.; Li, D.; You, J.; Bronson, R.; Yaffe, M.B.; Zhou, ].; Benjamin, T. TAZ
promotes PC2 degradation through a SCFbeta-Trcp E3 ligase complex. Mol. Cell. Biol. 2007, 27, 6383-6395.
[CrossRef] [PubMed]

Qiao, Y.; Chen, J.; Lim, Y.B.; Finch-Edmondson, M.L.; Seshachalam, V.P; Qin, L.; Jiang, T.; Low, B.C.; Singh, H.;
Lim, C.T.; et al. YAP Regulates Actin Dynamics through ARHGAP29 and Promotes Metastasis. Cell Rep.
2017, 19, 1495-1502. [CrossRef] [PubMed]

@ © 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http:/ /creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1016/j.cub.2007.10.039
http://www.ncbi.nlm.nih.gov/pubmed/17980593
http://dx.doi.org/10.1016/j.cell.2007.07.019
http://www.ncbi.nlm.nih.gov/pubmed/17889654
http://dx.doi.org/10.1038/ng.3547
http://www.ncbi.nlm.nih.gov/pubmed/27064257
http://dx.doi.org/10.1002/hep.28768
http://www.ncbi.nlm.nih.gov/pubmed/27531557
http://dx.doi.org/10.1681/ASN.2016060611
http://www.ncbi.nlm.nih.gov/pubmed/27647853
http://dx.doi.org/10.1016/j.cell.2016.11.005
http://www.ncbi.nlm.nih.gov/pubmed/27912060
http://dx.doi.org/10.1136/gutjnl-2017-314061
http://www.ncbi.nlm.nih.gov/pubmed/28866620
http://dx.doi.org/10.1101/gad.294348.116
http://www.ncbi.nlm.nih.gov/pubmed/28223311
http://dx.doi.org/10.1016/j.tibs.2017.11.009
http://www.ncbi.nlm.nih.gov/pubmed/29249569
http://dx.doi.org/10.1073/pnas.0605266104
http://www.ncbi.nlm.nih.gov/pubmed/17251353
http://dx.doi.org/10.1152/ajprenal.00201.2007
http://www.ncbi.nlm.nih.gov/pubmed/18172001
http://dx.doi.org/10.1128/MCB.26.1.77-87.2006
http://www.ncbi.nlm.nih.gov/pubmed/16354681
http://dx.doi.org/10.1128/MCB.00254-07
http://www.ncbi.nlm.nih.gov/pubmed/17636028
http://dx.doi.org/10.1016/j.celrep.2017.04.075
http://www.ncbi.nlm.nih.gov/pubmed/28538170
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	YAP Regulates 3D Organ Formation through Cell Tension in Medaka 
	YAP-Expressing MDCK Cells Undergo Apical Extrusion Depending on Neighboring Cell Status 
	YAP Induces Damaged Hepatocyte Elimination Dependent on the Status of Liver Sinusoidal Endothelial Cells (LSECs) 
	YAP Activation and Cancer 
	Conclusions 
	References

