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Abstract 

Hippo signaling was first identified in Drosophila as a key controller of organ size by regulating cell proliferation and 
anti-apoptosis. Subsequent studies have shown that this pathway is highly conserved in mammals, and its dysregula-
tion is implicated in multiple events of cancer development and progression. Yes-associated protein (YAP) and tran-
scriptional coactivator with PDZ-binding motif (TAZ) (hereafter YAP/TAZ) are the downstream effectors of the Hippo 
pathway. YAP/TAZ overexpression or activation is sufficient to induce tumor initiation and progression, as well as 
recurrence and therapeutic resistance. However, there is growing evidence that YAP/TAZ also exert a tumor-suppres-
sive function in a context-dependent manner. Therefore, caution should be taken when targeting Hippo signaling in 
clinical trials in the future. In this review article, we will first give an overview of YAP/TAZ and their oncogenic roles in 
various cancers and then systematically summarize the tumor-suppressive functions of YAP/TAZ in different contexts. 
Based on these findings, we will further discuss the clinical implications of YAP/TAZ-based tumor targeted therapy and 
potential future directions.
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Graphical Abstract

FACTS

1. Dysregulation of Hippo signaling is implicated in 
multiple events of cancer development and pro-
gression.

2. YAP/TAZ overexpression or activation is sufficient to 
induce tumor initiation, growth and progression, as 
well as drug resistance.

3. YAP/TAZ exert a tumor-suppressive function in a 
context-dependent manner.

4. Caution should be taken when targeting Hippo sign-
aling in clinical trials in the future.

Open questions

1. YAP/TAZ are double-edged swords with therapeu-
tic potential for cancers. When and where is YAP/
TAZ activation more beneficial than their inhibi-
tion? Additionally, in which stage of tumor progres-
sion and for what kind of cancer types?

2. YAP/TAZ activity is essential for normal embryonic 
development, tissue homeostasis and regeneration. 
How can toxicity and negative effects on normal tissues 
be avoided by targeting Hippo-YAP/TAZ signaling? 
Targeting YAP/TAZ upstream regulators, downstream 
effectors, or themselves?

Background
Hpo is a Ser/Thr kinase that can inhibit cell prolifera-
tion and organ growth by activating Wts kinase [1]. The 
Hippo pathway was initially named based on the over-
growth phenotype caused by Hpo mutation in Dros-
ophila [2, 3]. Subsequently, Yorkie (Yki) was identified 
to function as the downstream effector of the Hpo-Wts 
kinase cascade, as its overexpression can phenocopy the 
overgrowth of Hpo or Wts loss-of-function (LOF) mutant 
flies [1]. Owing to these findings, the Hippo pathway is 
defined as a key controller of organ size in Drosophila 
by regulating cell proliferation and anti-apoptosis. In 
mammals, this pathway is highly conserved. Specifi-
cally, mammalian STE-like (MST) protein kinases (Hpo 
orthologs) can phosphorylate and activate large tumor 
suppressor (LATS) kinases (Wts orthologs), which in 
turn phosphorylate YAP/TAZ (Yki orthologs), leading to 
their cytoplasmic retention and degradation (Fig.  1) [4, 
5]. Accordingly, decreased YAP/TAZ activity has been 
shown to inhibit cell hyperproliferation and organ over-
growth [6].

YAP/TAZ, as the final effectors of the Hippo pathway, 
are two highly similar proteins that show approximately 
40% amino acid conservation and share several structural 
features [7]. For example, both contain an N-terminal 
domain for interaction with TEA domain (TEAD) fam-
ily transcription factors, WW domains for mediating 
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protein‒protein interactions, a C-terminal transcrip-
tional activation domain (TAD) with a leucine zipper 
motif, and a PDZ-binding motif [8]. However, YAP, but 
not TAZ, also contains an SH3-binding motif and an 
N-terminal proline-rich region, which are required for 
the interaction with proteins containing an Src homol-
ogy 3 (SH3) domain and heterogeneous nuclear ribonu-
clear proteins, respectively (Fig. 2) [7, 8]. Due to the lack 
of a DNA-binding domain, YAP/TAZ usually act as tran-
scription coregulators (coactivator or corepressor) that 
need to cooperate with other DNA-binding factors to 
exert their functionally relevant transcription. Typically, 
TEAD family transcription factors (scalloped orthologs) 
have been proven to be the prime mediators of YAP/
TAZ-associated functions, particularly in tumorigenesis 
[9–11]. In addition, many more YAP/TAZ-interacting 
partners have also been identified to modulate YAP/
TAZ-associated transcriptional programs in a context-
dependent manner. For additional reference, the context-
dependent transcriptional regulation of YAP/TAZ in 
cancer and stem cells has been recently reviewed else-
where [12, 13].

In the last two decades, accumulating evidence has 
demonstrated that either Hippo kinase inactivation or 
YAP/TAZ activation is implicated in tumor development 
and progression, including tumor initiation, recurrence, 
metastasis and therapy resistance [14]. In the meantime, 
many efforts are being made to develop feasible strategies 
for tumor treatment by targeting this pathway. However, 
emerging evidence reveals that the roles of YAP/TAZ 
in cancers are context dependent. Typically, in different 
contexts and tumor types, YAP/TAZ have both tumor-
promoting and tumor-suppressive functions. Therefore, 
clarifying their functions under different conditions is 
of great significance for precision cancer therapy. In 

Fig. 1 Schematic overview of the Hippo-YAP/TAZ signaling in 
Drosophila and Mammals. The core components of this signaling 
include the core kinase cascade (MST1/2/Hpo and LATS1/2/
Warts), adaptors (SAV/Salvador and MOB1/2/Mats), and the 
downstream effectors YAP/TAZ/Yorki. The Hippo kinase cascades 
(MST-LATS)-mediated phosphorylation is essential for YAP/TAZ activity 
in the nucleus, where they interact with TEADs (Scalloped) to induce 
the transcription of downstream target genes

Fig. 2 Schematic representation of YAP/TAZ proteins. There are two major isoforms of YAP protein: the short isoform (SF) contains one WW-domain 
(WW1), whereas the long isoform (LF) contains two WW-domains (WW1 and WW2). TAZ is represented by a unique isoform with a single WW 
domain. In addition, compared with YAP protein, the SH3-binding domain and the proline-rich region are absent in TAZ protein. CC: coiled coil, TAD: 
transcriptional activation domain
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our current study, we will first present an overview of 
the dysregulation of YAP/TAZ in human cancers. Then, 
we systematically summarize the oncogenic roles and 
tumor-suppressive roles of YAP/TAZ in different con-
texts, as well as their underlying molecular mechanisms. 
Based on these ambivalent roles of YAP/TAZ in can-
cers, we finally discuss the clinical implications of YAP/
TAZ-based tumor targeted therapy and potential future 
directions.

Dysregulation of YAP/TAZ in human cancers
Given the evidence that Yki overexpression in flies 
causes cell hyperproliferation, defective apoptosis, and 
tissue overgrowth [1], it was thus considered to be an 
oncogenic protein. Indeed, extensive studies have sub-
sequently revealed that YAP/TAZ are frequently ampli-
fied or activated in human cancers (Fig. 3). For instance, 

the amplification of chromosome 11q22 (where the 
YAP gene resides) is reported in multiple human can-
cers, including liver and breast cancers [15, 16]. Sub-
sequent studies validated that YAP was required for 
sustaining the rapid growth of amplicon-containing 
liver cancer [15], while its overexpression in human 
mammary epithelial cells could induce malignant trans-
formation [16]. In addition, YAP gene amplification has 
also been found in a subset of human hedgehog-asso-
ciated medulloblastomas and esophageal squamous cell 
carcinomas [17, 18]. Apart from whole gene amplifica-
tion, a familial inheritance point mutation (R331 W) 
of YAP was identified as an allele predisposed for lung 
adenocarcinoma. YAP protein carrying this mutation 
was shown to increase the colony-formation ability and 
invasion potential of lung cancer cells [19]. Moreover, 
YAP/TAZ gene fusions have recently been reported in 

Fig. 3 Overview of the gene mutations of Hippo core components identified in human cancers. The mutations of Hippo pathway components 
identified in human cancers have been highlighted in blue dialogue balloons
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a series of human cancers, such as YAP-TFE3 [20] and 
TAZ-CAMTA1 gene fusions in epithelioid hemangi-
oendothelioma [21, 22]. Many of these YAP/TAZ fusion 
transcripts are sufficient to induce tumor formation in 
mouse models.

With the validation of the oncogenic roles of YAP/
TAZ, researchers are trying to identify the upstream 
regulators that are responsible for initiating the Hippo 
pathway and aberrant YAP/TAZ activity in various can-
cers. To date, multiple upstream regulators, including 
mechanical cues, cell polarity and cell‒cell adhesion, as 
well as growth factors and stress signals, have been iden-
tified to transmit various extracellular and intracellular 
signals to YAP/TAZ, thereby mediating their functional 
outputs [13]. Therefore, dysregulation of these regulators 
could also lead to YAP/TAZ activation for tumorigen-
esis (Fig.  3). For example, G protein-coupled receptors 
(GPCRs) represent a large family of cell surface recep-
tors that can transmit diverse extracellular signals to 
the Hippo-YAP/TAZ pathway [23]. Somatic mutations 
of GNAQ or GNA11 have been identified in approxi-
mately 83% of uveal melanoma (UM), the most common 
primary malignancy arising within the adult eye [24]. 
Multiple studies have revealed that hyperactivated YAP 
activity is responsible for the cell proliferation and tumor 
growth of GNAQ/GNA11-associated UM, and inhibition 
of YAP activity with verteporfin can reduce UM growth 
in a mouse model [25, 26]. In addition, FAT1 is one of the 
most frequently mutated genes in human cancers [27, 
28]. Pastushenko et  al. found that FAT1 deficiency can 
accelerate tumor initiation and malignant progression in 
skin squamous cell carcinoma and lung tumors by pro-
moting a hybrid epithelial-to-mesenchymal transition 
(EMT) phenotype [29]. Further study revealed that YAP 
nuclear translocation was responsible for the phenotype 
induced by the loss of FAT1 [29]. Moreover, recent pan-
cancer studies by The Cancer Genome Atlas Research in 
9125 tumor samples have revealed that Hippo pathway 
components are widely altered in human cancers, such 
as downregulation of NF2, FAT1, TAOK1-3, WW45, and 
LATS1/2  [30, 31]. Taken together, these studies high-
light that targeting YAP/TAZ represents an attractive 
therapeutic option for tumors with a dysregulated Hippo 
pathway.

The tumor‑promoting roles of YAP/TAZ in human 
cancers
Since the identification and characterization of the key 
components, as well as the signal transduction process 
for the Hippo pathway, researchers have been working 
on clarifying the detailed molecular mechanisms under-
lying the roles of YAP/TAZ in development and disease, 
especially in human cancers. To date, both in  vitro and 

in  vivo studies have demonstrated that YAP/TAZ are 
involved in multiple events through tumorigenesis and 
progression of human malignancies, including tumor 
growth and metastasis, drug resistance, tumor micro-
environment regulation, angiogenesis, and cancer stem 
cell self-renewal. Meanwhile, the molecular mechanisms 
underlying these processes have also gradually been 
elucidated. In this section, we will discuss the detailed 
molecular mechanisms underlying the tumor-promoting 
functions of YAP/TAZ (Fig. 4).

YAP/TAZ‑mediated cell proliferation, anti‑apoptosis, 
migration and invasion
Uncontrolled cell proliferation and resistance to cell 
death are hallmarks of cancers [32]. The initial study in 
Drosophila reported that Yki overexpression induces cell 
hyperproliferation and reduces cell apoptosis by con-
trolling the cell cycle regulator cycE and the cell death 
inhibitor diap1, respectively [1]. Similarly, in mamma-
lian cells, overexpression of constitutively activated YAP 
(S127/397A) results in increased cell proliferation and 
loss of cell contact-dependent inhibition [4, 33]. In  vivo 
studies also showed that YAP activation increased liver 
size and caused aberrant tissue expansion in mice [34, 
35]. Due to this evidence, YAP thus represents a central 
regulator that coordinates cell proliferation and organ 
growth, as well as tumorigenesis. In these processes, 
TEAD family transcription factors have been demon-
strated to be essential for mediating YAP-associated 
transcriptional function [9–11]. Furthermore, CTGF 
and BIRC5 are identified as the direct target genes of 
YAP-TEAD that regulate cell growth and anti-apoptosis, 
respectively [36]. More interestingly, Kim et  al. recently 
showed that PRDM14-mediated transcriptional upregu-
lation of CALM2 and SLC2A1 in colon cancers can res-
cue YAP suppression to sustain cell proliferation and 
survival [37], indicating the dominant roles of CALM2 
and SLC2A1 in mediating YAP-associated cell prolifera-
tion and tumorigenesis.

In addition to the abovementioned mechanisms, 
emerging evidence has also revealed that YAP/TAZ 
and AP-1 family members form a complex that syner-
gistically activates target genes directly involved in the 
control of S-phase entry and mitosis [38, 39]. Genome-
wide association analysis showed that this complex 
mostly occurred at the distal enhancers that contacted 
target promoters through chromatin looping [40, 41]. 
Moreover, both overexpressed YAP/TAZ could form 
liquid‒liquid phase-separated bodies on these enhanc-
ers, which were required for the transcription of YAP-
specific proliferation genes [42–44]. Recently, the Pan 
group also reported that the 5-methylcytosine dioxy-
genase TET1 was a direct transcriptional target of YAP 
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in the liver, which in turn directly interacted with YAP/
TEAD to cause regional DNA demethylation, histone 
H3K27 acetylation and chromatin opening [45]. In 
addition to its function as a transcription coactivator, 
the YAP/TAZ-TEAD complex is also able to recruit the 
NuRD complex to deacetylate histones and repress the 
expression of DDIT4 and Trail, which are necessary for 
mTORC1 activation and cell survival, respectively [46]. 
In addition, YAP/TAZ can recruit EZH2 to the genome 
to repress the expression of the cell cycle kinase inhibi-
tor gene p27 or tumor suppressor gene TGFBR2, 
thereby overcoming cell‒cell contact inhibition and 

promoting cell hyperproliferation in human cancer cells 
[47, 48]. Overall, all these studies extended the previous 
knowledge on the transcriptional regulation of cell pro-
liferation and tumorigenesis by YAP/TAZ, which pro-
vides a host of new therapeutic targets for tumors.

In addition to promoting cell proliferation and tumor 
growth, increased YAP/TAZ activity is also able to 
induce the EMT of normal mammary epithelial cells 
in  vitro [4, 16, 49], as well as in  vivo tumor metastasis 
[50, 51]. Mechanistically, the YAP-ZEB1 interaction can 
shift ZEB1 from a transcriptional repressor to an acti-
vator, thereby stimulating the transcription of cancer 

Fig. 4 The tumor-promoting roles of YAP/TAZ and the potential mechanisms in human cancers. YAP/TAZ are implicated in the regulations of the 
hallmarks of cancer, including proliferation, anti-apoptosis, metastasis, drug resistance, stemness, metabolic reprogramming, angiogenesis, and 
microenvironment remodeling
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aggressiveness-associated genes [52]. Further investiga-
tions validated that ZEB1 formed a transactivation com-
plex by cooperating with AP-1 family factors and YAP/
TEAD to mark the most aggressive subtypes of breast 
cancer [53]. Similarly, Liu et  al. also showed that YAP/
TEAD-AP1 co-occupies active enhancer or promoter 
regions in diverse cancer cells to drive a core set of down-
stream target genes and coordinate cancer cell migration 
and invasion [54]. All these studies thus highlight the 
central role of the YAP/TEAD-AP1 complex in tumor cell 
growth and metastasis. In addition, YAP-PRDM4 inter-
action-mediated ITGB2 expression was also found to be 
required for cell invasion in metastatic prostate cancer 
[55], while YAP-induced expression of ARHGAP29 could 
promote tumor cell migration by suppressing the RhoA-
LIMK-cofilin pathway [56]. Taken together, these studies 
demonstrated that YAP/TAZ provided a versatile plat-
form on the genome to coordinate gene transcription and 
cell proliferation and metastasis, basically by recruiting 
different transcription factors or epigenetic modifiers.

YAP/TAZ‑mediated drug resistance in tumor therapy
Drug resistance in tumor cells is one of the major rea-
sons for therapeutic failure. YAP/TAZ have been impli-
cated in therapy resistance in various cancers. For 
example, TAZ-mediated expression of CYR61 and CTGF 
has been reported to be an important modulator of the 
response to Taxol in breast cancer [57, 58]. Specifically, 
TAZ overexpression conferred resistance to Taxol, while 
TAZ deletion sensitized breast cancer cells to doxoru-
bicin, suggesting that inhibition of TAZ activity could 
contribute to overcoming chemotherapy resistance in 
breast cancer [57, 58]. In addition, YAP-induced COX-2 
expression in colorectal cancer and EGFR expression in 
esophageal carcinoma were also revealed to be associated 
with increased Taxol resistance and resistance to 5-FU 
and docetaxel, respectively [59, 60]. Therefore, down-
regulation of COX-2 or EGFR in YAP-induced cancer 
cells could increase chemosensitivity [53, 54]. Targeted 
therapy, including using small molecules and monoclonal 
antibodies, has opened a new era of cancer treatment and 
significantly improved the prognosis of patients. How-
ever, primary or acquired resistance to these drugs is also 
frequently encountered. Mutations in RAF or RAS are 
frequently identified in human cancers, and patients with 
these mutations are eligible for treatment with BRAF or 
MEK inhibitors [61]. Both YAP overexpression and YAP-
associated transcriptional signatures have been linked to 
poor prognosis in patients treated with BRAF inhibitors 
or BRAF and MEK inhibitor combinations [62, 63]. In 
particular, YAP-mediated BCL2L1 expression has been 
demonstrated to contribute to BRAF inhibitor resistance 
in different BRAF-mutated cancer cells [62]. In addition, 

YAP/TAZ-regulated actin polymerization and actomyo-
sin tension could also confer BRAF inhibitor resistance to 
melanoma cells [64]. Targeted inhibition of CDK4/6 has 
shown efficacy in the treatment of patients with estrogen 
receptor-positive (ER+) metastatic breast cancer [65]. 
Li et al. reported that FAT1 and RB1 LOF mutations are 
linked to drug resistance in breast cancer patients treated 
with CDK4/6 inhibitors [65]. Further study showed that 
YAP-induced CDK6 upregulation was responsible for 
CDK4/6 inhibitor resistance, highlighting the central role 
and clinical value of CDK6 in breast cancer therapy [65]. 
Anti-PD-1/PD-L1 therapy has shown promising clinical 
outcomes in the treatment of many cancer types, whereas 
resistance is common in solid tumors. Yu et al. reported 
that YAP-mediated phase separation and transcription 
can contribute to interferon-γ-dependent immunother-
apy adaptive resistance, which leads to tumor survival 
and immunotherapy resistance [66]. Taken together, 
these studies highlight that YAP/TAZ-mediated tran-
scriptional outputs play essential roles in drug resistance 
in tumor therapy. Therefore, targeting YAP/TAZ or their 
transcriptional outputs in different cancers may serve as a 
rational treatment regimen to overcome drug resistance.

YAP/TAZ‑mediated regulation of tumor stemness
Cancer stem cells (CSCs) are defined as a part of the cell 
population, specifically endowed with self-renewal abil-
ity in  vitro and tumor initiation potential in  vivo. An 
early study in adult organs showed that YAP is highly 
expressed in the undifferentiated progenitor/stem cell 
compartment, and YAP activation expands these cell 
populations and leads to organ overgrowth [34]. Sub-
sequently, YAP was also found to be elevated during 
induced pluripotent stem cell reprogramming, and its 
knockdown led to a loss of embryonic stem cell pluripo-
tency [67]. These studies thus supported that YAP might 
function as a stemness regulator. Indeed, Cordenonsi 
et  al. subsequently showed evidence that TAZ gain-of-
function (GOF) endows non-CSCs with self-renewal 
abilities, tumorigenicity and migratory activities [68], 
while TAZ LOF in breast CSCs severely impairs meta-
static colonization and chemoresistance [58]. In addition, 
Kim et  al. also found that YAP activation could induce 
a large number of mammary stem cell signature genes, 
such as IL6, by cooperating with the transcription factor 
SRF [69]. Furthermore, SRF-YAP-IL6 signaling was found 
to be enriched in basal-like breast cancer patients and 
required for maintaining cancer stemness [69]. Other 
cancer stemness-related proteins, including OCT4, 
SOX2 and SOX9, were also found to be direct transcrip-
tional targets of YAP/TAZ in multiple cancer types. Typi-
cally, YAP-driven SOX9 expression is a critical event in 
the acquisition of CSC properties in esophageal and 



Page 8 of 22Luo et al. J Exp Clin Cancer Res          (2023) 42:130 

pancreatic cancer cells, suggesting that YAP inhibition 
may offer an effective means of therapeutically targeting 
the CSC population [70, 71]. More interestingly, Schaal 
et al. reported that nicotine could induce SOX2 through a 
YAP/E2F1/OCT4 signaling axis, which accounted for the 
nicotine-mediated promotion of stemness in lung cancer 
[72]. Combined together, these findings support that tar-
geting YAP/TAZ-dependent cancer stemness represents 
an attractive therapeutic strategy for cancer treatment.

YAP/TAZ‑mediated metabolic reprogramming of tumor 
cells
Dysregulation of metabolic pathways is one of the hall-
marks of cancer. Given the dominant roles of YAP/TAZ 
in tumor cell survival and growth, they have indeed 
been revealed to influence cancer progression by regu-
lating tumor metabolism, including glucose, fatty acid, 
and amino acid metabolism [73]. For instance, glucose 
transporter 3 (GLUT3) is frequently overexpressed in 
tumors; meanwhile, it has been identified to be a direct 
transcriptional target of YAP [74]. Moreover, a subset of 
glioblastomas exhibited an addiction to GLUT3, which 
was sensitive to agents disrupting the YAP-TEAD inter-
action [74]. This study thus highlighted the essential role 
of YAP-mediated glucose uptake in tumor cell growth. 
In addition, YAP/TAZ are also involved in the meta-
bolic reprogramming of tumor cells to coordinate the 
environmental conditions and tumor growth. Typically, 
cancer cells are inclined to produce ATP through gly-
colysis instead of oxidative phosphorylation even under 
aerobic conditions, which is referred to as the Warburg 
effect. YAP/TAZ have been reported to directly induce 
the expression of several genes involved in glycolysis in 
different cancer types, including HK1, HK2, PFKFB4, 
PFKP, PKM2, GAPDH, PGK1, PGAM1, LDHA, PDHA1, 
and PDHB [74–76]. Moreover, YAP/TAZ activation can 
repress mitochondrial respiration, oxidative phospho-
rylation, and oxidative stress-induced cell death [75]. 
In addition to aerobic glycolysis, glutamine is of great 
importance for maintaining cellular hyperplasia or malig-
nancy [77]. Multiple studies have reported that many 
glutamine-metabolizing enzymes are the transcriptional 
targets of YAP-TEAD in cancer cells, including GLS1, 
SLC1A5, GOT1 and PSAT1 [78, 79]. These studies sup-
ported that YAP/TAZ-mediated glutaminolysis repre-
sents a novel tumorigenesis mechanism and a therapeutic 
target. Recently, the Pan group reported that YAP/TAZ-
mediated ODC1 transcription and polyamine biosynthe-
sis could further activate the eIF5A hypusination-LSD1 
axis, which coordinated metabolic and epigenetic repro-
gramming and tumorigenesis [80]. Taken together, these 
studies highlight that targeting YAP-mediated metabolic 

reprogramming in cancers also represents a very attrac-
tive treatment strategy.

YAP/TAZ‑mediated tumor angiogenesis
Tumor-associated angiogenesis is critically important for 
continued tumor growth and metastasis. Extensive stud-
ies have confirmed that vascular endothelial growth fac-
tor (VEGF) is a major driver of blood vessel formation 
in both normal tissues and cancers. Emerging evidence 
has shown that YAP/TAZ act as central mediators of 
VEGF signaling to mediate angiogenesis [81–83]. Par-
ticularly, in tumor cells, Ma et al. reported that YAP/TAZ 
can complex with HIF-1α to promote VEGF expression 
in response to hypoxia, thereby facilitating angiogenesis 
and tumor growth [84, 85]. Recently, Shen et al. discov-
ered that YAP/TAZ are nuclear localized and activated 
in endothelial cells (ECs) of metastatic patient colorec-
tal cancers [86]. Further investigation showed that YAP/
TAZ associated with STAT3 in tumor-associated ECs to 
enhance TEAD-associated transcription [87, 88]. Phar-
macological inhibition of YAP/TAZ suppressed tumor 
angiogenesis and tumor progression in both cancer cells 
and mouse models. These studies suggested that YAP/
TAZ activation in both cancer cells and tumor-associated 
ECs could contribute to tumor development by promot-
ing tumor-associated angiogenesis. More recently, Ong 
et  al. reported that endothelial nutrient acquisition was 
an essential regulator of YAP/TAZ-induced angiogen-
esis [89]. Specifically, YAP/TAZ-mediated SLC7A5 tran-
scription stimulated the import of amino acids and other 
essential nutrients, which in turn activated mTORC1 
to promote angiogenic growth [89]. This study further 
highlighted the central role of YAP/TAZ in coordinating 
angiogenesis and tumor growth, as well as the therapeu-
tic value of targeting YAP/TAZ-mediated angiogenesis.

YAP/TAZ‑mediated tumor microenvironment (TME) 
regulation
The TME is a complex ecosystem of various cellular ele-
ments, as well as acellular components, which synergis-
tically potentiate tumor growth and progression. The 
acellular components are composed of the extracellular 
matrix (ECM), exosomes, and cytokines, while cellular 
components include fibroblasts, ECs, adipocytes, and 
immune cells [90]. In addition, the TME is usually char-
acterized by acidic pH, hypoxia, increased interstitial 
pressure, inflammation and immunosuppression [90]. 
To date, accumulating studies have shown that YAP/
TAZ-mediated TME remodeling plays an essential role in 
tumor development.

The increased rigidity of the ECM surrounding the 
cells has been proven to be related to abnormal cell 
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behaviors, including cell hyperproliferation, migration 
and metastasis [91]. YAP/TAZ have been identified as 
both sensors and mediators of mechanical signals from 
the microenvironment, including ECM rigidity [91]. Typ-
ically, Chang et al. found that TAZ regulates the forma-
tion of an LM511 matrix by transcriptionally regulating 
LMa5 expression in breast cancer [92]. The activation of 
LM511-integrin α6β1 signaling can further contribute to 
CSC properties by activating TAZ [92]. Likewise, YAP 
activation in cancer-associated fibroblasts can also con-
tribute to the matrix stiffening of breast cancer, thereby 
promoting cancer cell growth and invasion [93]. Tar-
geting the immune microenvironment is a hotspot in 
tumor immunotherapy. Typically, PD-L1 is an immune 
checkpoint molecule that is responsible for the interac-
tion between tumor-infiltrating lymphocytes and can-
cer cells. PD-L1 in cancer cells can bind to its receptor 
PD-1 on T cells to suppress its antitumor activity [94]. 
PD-L1 has been identified to be a direct transcriptional 
target of YAP/TAZ-TEAD in tumor cells [95], which 
thus establishes an immunosuppressive TME for YAP/
TAZ-induced cancers. Tumor-associated macrophages 
(TAMs) are divided into M1 and M2 macrophages. YAP 
activation has been demonstrated to be associated with 
the polarization of TAMs to the M2 phenotype, thereby 
reducing the capacity of antigenic presentation of TAMs 
[96, 97]. Further investigation revealed that YAP could 
promote tumorigenesis of colon cancer by increasing the 
expression of M2-promoting IL-4 and tumor-promot-
ing IL-6 cytokines [98]. Similarly, YAP-induced CXCL5 
upregulation in prostate cancer could attract CXCR2-
expressing myeloid-derived suppressor cells, thereby 
blocking the immune cell response and promoting tumor 
progression [99]. In addition, YAP-mediated inhibition 
of CD4/CD8-positive cell differentiation and the activa-
tion of regulatory T cells also potentiate the immuno-
suppressed microenvironment to ensure the survival 
of tumors [100, 101]. Taken together, these discoveries 
support that YAP/TAZ are multifunctional regulators 
of tumor development by coordinating both tumor cell 
behaviors and TME remodeling Table 1.

The tumor‑suppressive roles of YAP/TAZ in human 
cancers
Although YAP/TAZ overexpression or activation has 
been proven to promote tumor progression via multiple 
mechanisms, accumulating evidence shows that YAP/
TAZ also exert tumor-suppressive functions in a context-
dependent manner. Typically, 11q22, the YAP gene-resid-
ing region, is frequently lost of heterozygosity (LOH) in 
some breast cancers [102, 103]. Further investigations 
revealed that LOH of the 11q22 amplicon was associ-
ated with the invasive subtype and poor survival in breast 

tumors [104]. Consistently, YAP knockdown in breast 
cancer cells increased migration and invasion abilities, 
inhibited the response to Taxol and enhanced tumor 
growth in nude mice [105]. Moreover, recent in  vivo 
studies also revealed that depletion of YAP in breast can-
cer cells led to significantly more lung metastasis [106]. 
All these studies thus indicated a potent tumor-suppres-
sive role of YAP/TAZ. More interestingly, Pearson et al. 
recently reported that solid tumors can be classified into 
two categories, named “YAP on”, in which YAP is highly 
expressed and behaves as an oncogene, and “YAP off”, in 
which its expression is silenced and it behaves as a tumor 
suppressor [107]. “YAP off” solid cancers are usually RB1 
deficient, including retinoblastoma, small cell lung can-
cer, and neuroendocrine prostate cancer [107]. In “YAP 
off” solid cancers, re-expression of YAP to activate genes 
belonging to the integrin/ECM/adhesion pathway can 
induce cytostasis [107]. In this section, we mainly aim to 
systematically summarize the emerging tumor-suppres-
sive roles of YAP/TAZ and their underlying molecular 
mechanisms in different contexts (Fig. 5).

YAP/TAZ interfere with the transcriptional program of key 
oncogenic factors
Hormone-associated tumors, such as ER + breast cancer 
and androgen receptor-positive (AR+) prostate cancer, 
are mainly dependent on hormone receptor (HR) signal-
ing to sustain tumor cell growth and survival. Therefore, 
interfering with HR-related functions and signal trans-
duction processes is the mainstay treatment for these 
cancers. An early study reported that the YAP-TEAD 
complex and ERα could co-occupy the superenhancer 
regions of ERα-associated target genes to mediate estro-
gen-associated transcription and breast cancer growth 
[108]. However, a recent study revealed that YAP was 
more likely to play a tumor-suppressive role in ER + BC. 
Specifically, the YAP-ER association could compete with 
ERα for binding to TEAD, which led to the dissociation 
of ERα from its target sites and subsequent degrada-
tion [109]. In the same group, they also identified that 
YAP acted as a context-dependent tumor suppressor in 
AR + prostate cancer by antagonizing TEAD-mediated 
AR signaling [110]. Similarly, the YAP-TEAD interaction 
was also found to be a competitor for the TEAD-Hif-2α 
complex in clear cell renal cell carcinoma (ccRCC) [111]. 
Increased nuclear YAP reduced ccRCC tumor growth 
by decreasing HIF-2α target gene expression, includ-
ing GLUT1 and VEGF [111]. All these studies indicated 
a general tumor-suppressive mechanism of YAP/TAZ 
through interference with the transcriptional program 
of key oncogenic factors, especially for HR + cancers. In 
addition, TAZ expression was lower in hematological 
malignancies, while its high expression was correlated 
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with better patient outcomes [112]. Further investiga-
tions showed that TAZ elicited an antitumorigenic func-
tion by repressing MYC expression and its transcriptional 
program [112]. Therefore, inhibition of Hippo signaling 
in these contexts may be a more rational strategy for can-
cer therapy.

YAP/TAZ facilitate the transcriptional program of tumor 
suppressors
Although YAP/TAZ usually promote the expres-
sion of genes related to tumor promotion, early stud-
ies also showed that YAP/TAZ activation induced the 
transcription of their negative regulators, including 
LATS1/2, AMOT, and NF2, to establish a negative 
feedback loop and prevent tumorigenesis [113, 114]. 
Recently, He et  al. identified NR4A1 as a novel target 
of YAP that mediates the proapoptotic and antitumor 
effects of the Hippo pathway [115]. Specifically, YAP-
mediated NR4A1 transcription could promote YAP 
degradation and inhibit YAP-induced liver regenera-
tion and tumorigenesis [115]. Overall, these studies 
highlighted a negative feedback regulatory mechanism 
for YAP/TAZ in organ growth.

Vestigial-like protein 4 (VGLL4) has been reported to 
inhibit YAP-TEAD transcriptional activity by displacing 
YAP from TEAD [116–118]. Ma et al. recently reported 
that VGLL3 was a direct transcription target of YAP-
TEAD in ER + BC [119]. YAP-induced VGLL3 could fur-
ther compete with YAP/TAZ for binding to the TEAD 
transcription factor and then recruit the NCOR2/SMRT 
repressor to the superenhancer of the ESR1 gene, lead-
ing to epigenetic alteration and transcriptional silencing 
[119]. This study thus revealed another mechanism for 
YAP-associated tumor suppressor function in ER + breast 
cancer. Trichorhinophalangeal syndrome 1 (TRPS1) is 
commonly overexpressed in breast cancer. Elster et  al. 
reported that TRPS1 is a potent repressor of YAP-
dependent transactivation [120], while YAP is found to 
induce the expression of genes related to immunosur-
veillance in this context [120]. In addition, Huang et  al. 
reported that digitoxin can suppress human lung squa-
mous cell carcinoma growth both in vitro and in vivo by 
attenuating YAP phosphorylation and promoting YAP 
nuclear sequestration [121]. Further study showed that 
YAP activation led to excessive accumulation of reac-
tive oxygen species by downregulating the antioxidant 

Fig. 5 The tumor-suppressive roles of YAP/TAZ and the potential mechanisms in human cancers. YAP/TAZ exert a tumor-suppressive function in a 
context-dependent manner through different molecular mechanisms
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enzyme GPX2 [121]. This study thus highlighted a novel 
tumor-suppressor function of YAP via downregulation of 
GPX2, with potential implications for improving preci-
sion medicine for human lung squamous cell carcinoma. 
In addition, YAP activation also caused a growth inhibi-
tory effect in mouse MC38 colon cancer cells by induc-
ing the expression of Wisp2 and Ccdc80 [122]. Deletion 
of these two genes prevented the growth inhibitory effect 
of YAP activation in these cells [122]. Recently, Frost 
et  al. showed that YAP/TAZ suppressed the growth of 
MCPyV-positive Merker cell carcinoma cells through 
TEAD-dependent transcriptional repression of MCPyV 
LT [123], further highlighting that the function of YAP/
TAZ was highly dependent on their transcriptional out-
puts in different cancers.

YAP/TAZ enhance susceptibility to apoptosis‑inducing 
agents
Apoptosis is an important mechanism to eliminate onco-
genesis. The p53 family proteins play an essential role in 
inducing cell cycle arrest or apoptosis. YAP/TAZ have 
been found to play a proapoptotic role by interacting 
with p73 (a homolog of p53), which can further induce 
p73-associated target genes in response to DNA dam-
age [124, 125]. Furthermore, the YAP-p73 association 
is positively regulated by ABL-mediated YAP tyros-
ine phosphorylation at Y357 but repressed by AKT and 
LATS-mediated serine phosphorylation at S127 [126, 
127]. Subsequently, Lapi et  al. identified promyelocytic 
leukemia (PML), a tumor suppressor gene, as a direct 
transcriptional target of the YAP-p73 complex [128]. 
PML could further interact with YAP and cause PML-
mediated sumoylation and stabilization of YAP, which 
eventually accelerated DNA damage-induced apoptosis 
[128]. Consistently, EGR-1 was identified to be upregu-
lated in prostate carcinoma cells by ionizing irradiation, 
and it could complex with YAP to upregulate Bax expres-
sion, thereby enhancing the susceptibility to radiation-
induced apoptosis [129]. In hematologic malignancies, 
including leukemias, lymphomas, and multiple myeloma, 
YAP was found to be deleted or consistently downregu-
lated [130]. Further investigation showed that YAP acti-
vation could also trigger DNA damage-induced apoptosis 
in these cancers, further supporting a tumor suppres-
sor function of YAP in hematological malignancy [130]. 
More interestingly, Gujral et  al. recently showed that 
nuclear YAP enhanced gemcitabine intracellular avail-
ability in multiple human pancreatic cancer cells and 
tumors by downregulating the expression of multidrug 
transporters [131], supporting that YAP activation could 
also contribute to overcoming drug resistance in pancre-
atic cancer.

YAP/TAZ promote ferroptosis
Ferroptosis is a new type of iron-dependent regulated 
cell death mechanism that can contribute to antitumor 
function [132] and thus represents a novel method for 
treating cancer. Multiple studies have demonstrated 
that YAP/TAZ play essential roles in regulating fer-
roptosis [133]. For example, TAZ is activated in both 
RCC and ovarian cancer (OC). Yang et  al. found that 
TAZ activation can enhance the susceptibility of RCC 
to ferroptosis by inducing the expression of EMP1 
and NOX4 [134], while in OC, the TAZ-ANGPTL4-
NOX2 signaling axis mediates cell density-regulated 
ferroptosis [135]. These studies thus implied that TAZ 
status could serve as a predictor of ferroptosis sensitiv-
ity and novel therapeutic potential for both RCC and 
OC. In addition, inactivation of NF2 in mesothelioma 
cells activates YAP, which enhances cellular sensitivity 
to ferroptosis [136]. Further studies showed that YAP 
induced ferroptosis by upregulating several ferroptosis 
modulators, including ACSL4 and TFRC [136]. Taken 
together, these studies suggest that activation of YAP/
TAZ-mediated ferroptosis offers an attractive strategy 
for cancer treatment in the future.

YAP/TAZ shape the suppressive tumor microenvironment
The TME plays an important role in tumor growth, 
metastasis and drug resistance. Inactivation of the 
Hippo pathway or YAP activation can dramatically 
induce liver tumorigenesis and progression [34, 35, 
137]. However, Moya et  al. found that YAP/TAZ were 
also activated in the normal hepatocytes surrounding 
liver tumors and that depletion of YAP/TAZ in these 
cells activated tumor growth [138]. Moreover, con-
stitutively activated YAP in peritumoral hepatocytes 
repressed primary liver tumor growth and melanoma-
derived liver metastases [138]. This study highlighted 
that YAP/TAZ acted through a mechanism of cell com-
petition from TMEs to eliminate tumor cells. Recently, 
Nie et  al. revealed that the YAP/TAZ-CD54 axis was 
required for  CXCR2−CD44− tumor-specific neutrophils 
to suppress gastric cancer, opening a new possibility to 
develop neutrophil-based antitumor therapeutics [139]. 
In addition, tumor cells can shape their microenviron-
ment through the secretion of cytokines, chemokines, 
growth factors, etc. Moroishi et al. reported that either 
LATS1/2 deletion or YAP/TAZ hyperactivation inhib-
ited tumor growth due to the induction of antitumor 
immune responses [140]. Specifically, LATS1/2-null or 
YAP/TAZ-activated tumor cells could secrete nucleic 
acid-rich extracellular vesicles that stimulated the host 
TLR-MYD88/TRIF-IFN pathway to induce antitumor 
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immunity and the eventual elimination of tumor cells 
[140]. This study thus indicated a new paradigm for 
how YAP/TAZ activation in tumor cells regulates 
tumor immunogenicity and has implications for target-
ing YAP/TAZ in cancer immunotherapy.

YAP/TAZ counteract the key oncogenic pathway
YAP/TAZ activation is widespread in many human 
tumors. However, inactivation of Hippo kinases or YAP/
TAZ activation is insufficient to drive the initiation of 
most tumors [14]. Typically, the Wnt pathway is the major 
driving force for homeostatic self-renewal and regenera-
tion in the mammalian intestine. Meanwhile, constitutive 
activation of this pathway is also the most common event 
for triggering colon tumor formation [141]. Barry et  al. 
reported that cytoplasmic YAP can restrict Wnt signal-
ing by limiting the activity of Dishevelled, thereby inhib-
iting the regenerative growth of intestinal epithelia [142]. 
Moreover, YAP is silenced in a subset of highly aggressive 
and undifferentiated human colorectal carcinomas, and 
its reactivation restricts the growth of colorectal carci-
noma xenografts [142]. This study thus highlighted that 
YAP was a tumor suppressor in colon cancer by interfer-
ing with Wnt signaling. Recently, the same group also 
reported that YAP activation could maintain gut epithe-
lial cells in a state characterized by a wound-healing sig-
nature, with increased Kruppel-like factor 6 expression 
and decreased Wnt signaling [143]. In contrast, deletion 
of YAP favored the growth of focally induced colonic 
tumors [143]. This study further supported that YAP 
acted as a tumor suppressor, and activating the Hippo 
kinases represented a novel therapeutic approach for 
combating colorectal cancers Table 2.

The therapeutic implications of YAP/TAZ in human 
cancers
In most human cancers, YAP/TAZ overexpression or 
activation induces cancer cell proliferation, metastasis, 
CSC attributes, drug resistance, and TME remodeling. 
Targeting YAP/TAZ thus always represents a large 
therapeutic window for cancer treatment. These also 
represent a mainstream view in the field of targeted 
therapy of Hippo-YAP/TAZ signaling. To this end, 
numerous drugs targeting YAP/TAZ have been devel-
oped and proven to inhibit their nuclear localization 
or transcriptional activity, thereby exhibiting potent 
antitumor effects [144, 145]. Typically, verteporfin, an 
FDA-approved compound for treating macular degen-
eration, was initially identified to block the interaction 
between YAP and TEAD, thereby inhibiting tumor cell 
growth and metastasis both in vitro and in vivo [146]. 
As with verteporfin, many other compounds, such as 
CA3 and CPD3.1 [147–149], have also been shown 

to interfere with YAP/TAZ-TEAD-mediated activity, 
thereby inhibiting tumor cell growth. VGLL4, a ves-
tigial-like protein 4, is found to be a tumor suppressor 
in human cancers via direct competition with YAP for 
binding TEADs [116, 150]. Therefore, a VGLL4-mim-
icking peptide called “super-TDU” has been designed 
and showed antitumor efficiency both in  vitro and 
in  vivo [116, 150]. However, the target specificity and 
selectivity of these drugs remain to be determined. To 
date, three inhibitors have entered clinical stage I [151]. 
Among them, ION537 is an antisense nucleotide inhib-
itor, and for others targeting the YAP-TEAD interac-
tion, no chemical structure has been reported [151].

In addition, AP-1 family transcription factors are the 
most representative partners that can cooperate with 
YAP/TAZ to synergistically drive oncogenic growth in 
YAP/TAZ-associated cancers [40]. From this perspec-
tive, targeting AP1 directly or its regulation also offers 
the possibility of eliminating YAP/TAZ-driven cancers. 
As stated, Koo et  al. have shown that chemical AP-1 
inhibitors (SR-11,302 or T5224) can inhibit YAP/TAZ-
mediated gene transcription and oncogenic cell growth 
in vitro, as well as YAP/TAZ-driven liver growth in vivo 
[152]. Similarly, YAP/TAZ-mediated recruitment of gen-
eral transcriptional cofactors, including bromodomain-
containing protein 4, CDK9 and RNA polymerase II, can 
also boost the expression of oncogenic growth-regulating 
genes [39, 153]. Therefore, targeting these factors also 
represents a potential therapeutic strategy for YAP/TAZ-
driven cancers in the future.

In our current study, we also revealed a context-
dependent role for YAP/TAZ in distinct tumors. Typi-
cally, in HR + cancers, including ER + breast cancer 
and AR + prostate cancer, YAP/TAZ seem to perform 
a tumor-suppressive function through different mech-
anisms. However, TEADs have always performed a 
tumor-promoting function in these processes. Therefore, 
directly targeting TEADs for the treatment of HR + can-
cers seems to be more straightforward. For example, 
multiple studies have revealed that there is a novel pocket 
in the center of the TEAD transactivation domain that 
is more accessible and druggable, which makes it pos-
sible to develop TEAD-selective compounds [154–157]. 
In addition, XMU-MP-1, an ATP-competitive inhibi-
tor of both MST1 and MST2, has been demonstrated to 
improve live repair and regeneration in multiple mouse 
models through YAP activation [158]. Recently, Ma 
et al. also developed a potent LATS inhibitor, VT02956, 
which is able to reduce ESR1 expression and the growth 
of ER + breast cancer cell lines and patient-derived tumor 
organoids [119]. Therefore, inhibition of Hippo kinase 
cascades might be an attractive strategy for HR + cancer 
treatment in the future.
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Conclusion
In this review, we have provided a comprehensive sum-
mary of the roles of YAP/TAZ in carcinogenesis. Unlike 
previous reviews, we also focus on the emerging tumor-
suppressive roles of YAP/TAZ in various cancers. Our 
study thus indicated more complex roles for Hippo-
YAP/TAZ signaling in different cancer types, as well as 
in different contexts. Based on current research, cau-
tion should be exercised when translating the results 
to the clinical setting in the future by targeting Hippo-
YAP/TAZ signaling. To this end, we also advocate that 
more functional studies and mechanistic insights are 
needed to clarify the precise role of YAP/TAZ in spe-
cific cancer types and in distinct TMEs. For this pur-
pose, multiple omics analysis along with the integration 
of human tumor organoid and patient-derived xeno-
graft models may enable us to obtain a more in-depth 
and comprehensive understanding of the functions of 
YAP/TAZ in cancers, therefore aiding future cancer 
therapy strategies.

Abbreviations
AR+  androgen receptor-positive
CAFs  cancer-associated fibroblasts
ccRCC   clear cell renal cell carcinoma
CSC  cancer stem cell
EC  endothelial cell
ECM  extracellular matrix
EMT  epithelial-to-mesenchymal transition
ER+  estrogen receptor-positive
GLUT3  glucose transporter 3
GOF  gain-of-function
GPCRs  G protein-coupled receptors
HR  hormone receptor
LATS  large tumor suppressor
LOF  loss-of-function
LOH  loss of heterozygosity
MST  mammalian STE-like
OC  ovarian cancer
PML  promyelocytic leukemia
PD-1/PD-L1  programmed cell death 1/programmed cell death-ligand 1
ROS  reactive oxygen species
SH3  Src homology 3
TAD  transcriptional activation domain
TAMs  tumor-associated macrophages
TAZ  transcriptional coactivator with PDZ-binding motif
TEAD  TEA domain
TMEs  tumor microenvironments
TRPS1  trichorhinophalangeal Syndrome 1
UM  uveal melanoma
VEGF  vascular endothelial growth factor
VGLL  vestigial-like protein
YAP  Yes-associated protein

Acknowledgements
Not applicable.

Authors’ contributions
PL conceived and designed the study, JL and PL wrote initial manuscript, JL, 
LD, HZ, YG, TT, MH, GL and PL revised the manuscript. The author(s) read and 
approved the final manuscript.

Funding
This work was supported by the National Natural Science Foundation of China 
(Grant No. 82072901 to PL and 82203857 to JL), Shenzhen Science and Tech-
nology Innovation Commission (JCYJ20210324120409026 to PL), Guangdong 
Basic and Applied Basic Research Foundation (Grant No. 2021A1515111052 
to JL), and the Guangdong Provincial Key Laboratory of Digestive Cancer 
Research (No. 2021B1212040006).

Availability of data and materials
The datasets used and analyzed in this study are available from the corre-
sponding author on reasonable request.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
All authors read and approved the submission and final publication.

Competing interests
The authors declare no conflicts of interest.

Author details
1 Scientific Research Center, The Seventh Affiliated Hospital of Sun Yat-sen 
University, No. 628 Zhenyuan Road, Shenzhen 518107, Guangdong, People’s 
Republic of China. 2 Department of General Surgery, The Seventh Affiliated 
Hospital of Sun Yat-sen University, No. 628 Zhenyuan Road, Shenzhen 518107, 
Guangdong, People’s Republic of China. 3 Department of Urology, Pelvic Floor 
Disorders Center, The Seventh Affiliated Hospital of Sun Yat-sen University, 
No. 628 Zhenyuan Road, Shenzhen 518107, Guangdong, People’s Republic 
of China. 4 Department of Neurosurgery, The Seventh Affiliated Hospital of Sun 
Yat-sen University, No. 628 Zhenyuan Road, Shenzhen 518107, Guangdong, 
People’s Republic of China. 5 Guangdong Provincial Key Laboratory of Diges-
tive Cancer Research, The Seventh Affiliated Hospital of Sun Yat-sen University, 
No. 628 Zhenyuan Road, Shenzhen 518107, Guangdong, People’s Republic 
of China. 

Received: 17 January 2023   Accepted: 10 May 2023

References
 1. Huang J, Wu S, Barrera J, Matthews K, Pan D. The Hippo signaling 

pathway coordinately regulates cell proliferation and apopto-
sis by inactivating Yorkie, the Drosophila Homolog of YAP. Cell. 
2005;122:421–34.

 2. Wu S, Huang J, Dong J, Pan D. Hippo encodes a Ste-20 family protein 
kinase that restricts cell proliferation and promotes apoptosis in con-
junction with salvador and warts. Cell. 2003;114:445–56.

 3. Harvey KF, Pfleger CM, Hariharan IK. The Drosophila Mst ortholog, 
hippo, restricts growth and cell proliferation and promotes apoptosis. 
Cell. 2003;114:457–67.

 4. Zhao B, et al. Inactivation of YAP oncoprotein by the Hippo pathway 
is involved in cell contact inhibition and tissue growth control. Genes 
Dev. 2007;21:2747–61.

 5. Hao Y, Chun A, Cheung K, Rashidi B, Yang X. Tumor suppressor LATS1 is 
a negative regulator of oncogene YAP. J Biol Chem. 2008;283:5496–509.

 6. Kowalczyk W, et al. Hippo signaling instructs ectopic but not normal 
organ growth. Science. 2022;378:eabg3679.

 7. Reggiani F, Gobbi G, Ciarrocchi A, Sancisi V. YAP and TAZ are not identi-
cal twins. Trends Biochem Sci. 2021;46:154–68.

 8. Lo Sardo F, Canu V, Maugeri-Sacca M, Strano S, Blandino G. YAP and TAZ: 
Monocorial and bicorial transcriptional co-activators in human cancers. 
Biochim Biophys Acta Rev Cancer. 2022;1877:188756.

 9. Zhao B, et al. TEAD mediates YAP-dependent gene induction and 
growth control. Genes Dev. 2008;22:1962–71.



Page 20 of 22Luo et al. J Exp Clin Cancer Res          (2023) 42:130 

 10. Zhang H, et al. TEAD transcription factors mediate the function of TAZ 
in cell growth and epithelial-mesenchymal transition. J Biol Chem. 
2009;284:13355–62.

 11. Chan SW, et al. TEADs mediate nuclear retention of TAZ to promote 
oncogenic transformation. J Biol Chem. 2009;284:14347–58.

 12. Luo J, Li P. Context-dependent transcriptional regulations of YAP/TAZ in 
stem cell and differentiation. Stem Cell Res Ther. 2022;13:10.

 13. Guo Y, et al. Context-dependent transcriptional regulations of YAP/TAZ 
in cancer. Cancer Lett. 2022;527:164–73.

 14. Zanconato F, Cordenonsi M, Piccolo S. YAP/TAZ at the roots of Cancer. 
Cancer Cell. 2016;29:783–803.

 15. Zender L, et al. Identification and validation of oncogenes in 
liver cancer using an integrative oncogenomic approach. Cell. 
2006;125:1253–67.

 16. Overholtzer M, et al. Transforming properties of YAP, a candidate onco-
gene on the chromosome 11q22 amplicon. Proc Natl Acad Sci U S A. 
2006;103:12405–10.

 17. Fernandez LA, et al. YAP1 is amplified and up-regulated in hedgehog-
associated medulloblastomas and mediates sonic hedgehog-driven 
neural precursor proliferation. Genes Dev. 2009;23:2729–41.

 18. Song Y, et al. Identification of genomic alterations in oesophageal 
squamous cell cancer. Nature. 2014;509:91–5.

 19. Chen HY, et al. R331W missense mutation of Oncogene YAP1 is a ger-
mline risk allele for lung Adenocarcinoma With Medical Actionability. J 
Clin Oncol. 2015;33:2303–10.

 20. Merritt N, et al. TAZ-CAMTA1 and YAP-TFE3 alter the TAZ/YAP transcrip-
tome by recruiting the ATAC histone acetyltransferase complex. Elife. 
2021;10:e62857.

 21. Driskill JH, et al. WWTR1(TAZ)-CAMTA1 reprograms endothelial cells to 
drive epithelioid hemangioendothelioma. Genes Dev. 2021;35:495–511.

 22. Seavey CN, et al. WWTR1(TAZ)-CAMTA1 gene fusion is sufficient to 
dysregulate YAP/TAZ signaling and drive epithelioid hemangioendo-
thelioma tumorigenesis. Genes Dev. 2021;35:512–27.

 23. Yu FX, et al. Regulation of the Hippo-YAP pathway by G-protein-cou-
pled receptor signaling. Cell. 2012;150:780–91.

 24. Van Raamsdonk CD, et al. Mutations in GNA11 in uveal melanoma. N 
Engl J Med. 2010;363:2191–9.

 25. Feng X, et al. Hippo-independent activation of YAP by the GNAQ uveal 
melanoma oncogene through a trio-regulated rho GTPase signaling 
circuitry. Cancer Cell. 2014;25:831–45.

 26. Yu FX, et al. Mutant Gq/11 promote uveal melanoma tumorigenesis by 
activating YAP. Cancer Cell. 2014;25:822–30.

 27. Morris LG, et al. Recurrent somatic mutation of FAT1 in multiple human 
cancers leads to aberrant wnt activation. Nat Genet. 2013;45:253–61.

 28. Martin D, et al. Assembly and activation of the Hippo signalome by 
FAT1 tumor suppressor. Nat Commun. 2018;9:2372.

 29. Pastushenko I, et al. Fat1 deletion promotes hybrid EMT state, tumour 
stemness and metastasis. Nature. 2021;589:448–55.

 30. Wang Y, et al. Comprehensive molecular characterization of the Hippo 
Signaling Pathway in Cancer. Cell Rep. 2018;25:1304–1317e1305.

 31. Sanchez-Vega F, et al. Oncogenic signaling pathways in the Cancer 
Genome Atlas. Cell. 2018;173:321–337e310.

 32. Hanahan D, Weinberg RA. Hallmarks of cancer: the next generation. 
Cell. 2011;144:646–74.

 33. Zhao B, Li L, Tumaneng K, Wang CY, Guan KL. A coordinated phospho-
rylation by lats and CK1 regulates YAP stability through SCF(beta-TRCP). 
Genes Dev. 2010;24:72–85.

 34. Camargo FD, et al. YAP1 increases organ size and expands undifferenti-
ated progenitor cells. Curr Biol. 2007;17:2054–60.

 35. Dong J, et al. Elucidation of a universal size-control mechanism in 
Drosophila and mammals. Cell. 2007;130:1120–33.

 36. Zhao B, Tumaneng K, Guan KL. The Hippo pathway in organ size 
control, tissue regeneration and stem cell self-renewal. Nat Cell Biol. 
2011;13:877–83.

 37. Kim M, et al. YAP1 and PRDM14 converge to promote cell survival and 
tumorigenesis. Dev Cell. 2022;57:212–227e218.

 38. Zanconato F, et al. Genome-wide association between YAP/TAZ/
TEAD and AP-1 at enhancers drives oncogenic growth. Nat Cell Biol. 
2015;17:1218–27.

 39. Galli GG, et al. YAP Drives Growth by Controlling Transcriptional Pause 
Release from Dynamic Enhancers. Mol Cell. 2015;60:328–37.

 40. Battilana G, Zanconato F, Piccolo S. Mechanisms of YAP/TAZ transcrip-
tional control. Cell Stress. 2021;5:167–72.

 41. Fetiva MC, et al. Oncogenic YAP mediates changes in chromatin 
accessibility and activity that drive cell cycle gene expression and cell 
migration. Nucleic Acids Res. 2023;gkad07. https:// doi. org/ 10. 1093/ nar/ 
gkad1 07.

 42. Cai D, et al. Phase separation of YAP reorganizes genome topology for 
long-term YAP target gene expression. Nat Cell Biol. 2019;21:1578–89.

 43. Franklin JM, Guan KL. YAP/TAZ phase separation for transcription. Nat 
Cell Biol. 2020;22:357–8.

 44. Lu Y, et al. Phase separation of TAZ compartmentalizes the transcription 
machinery to promote gene expression. Nat Cell Biol. 2020;22:453–64.

 45. Wu BK, Mei SC, Chen EH, Zheng Y, Pan D. YAP induces an oncogenic 
transcriptional program through TET1-mediated epigenetic remod-
eling in liver growth and tumorigenesis. Nat Genet. 2022;54:1202–13.

 46. Kim M, Kim T, Johnson RL, Lim DS. Transcriptional co-repressor 
function of the hippo pathway transducers YAP and TAZ. Cell Rep. 
2015;11:270–82.

 47. Hoxha S, et al. YAP-Mediated recruitment of YY1 and EZH2 represses 
transcription of key cell-cycle regulators. Cancer Res. 2020;80:2512–22.

 48. Lo Sardo F, et al. YAP/TAZ and EZH2 synergize to impair tumor sup-
pressor activity of TGFBR2 in non-small cell lung cancer. Cancer Lett. 
2021;500:51–63.

 49. Lei QY, et al. TAZ promotes cell proliferation and epithelial-mesenchy-
mal transition and is inhibited by the hippo pathway. Mol Cell Biol. 
2008;28:2426–36.

 50. Lamar JM, et al. The Hippo pathway target, YAP, promotes metasta-
sis through its TEAD-interaction domain. Proc Natl Acad Sci U S A. 
2012;109:E2441–2450.

 51. Chan SW, et al. A role for TAZ in migration, invasion, and tumorigenesis 
of breast cancer cells. Cancer Res. 2008;68:2592–8.

 52. Lehmann W, et al. ZEB1 turns into a transcriptional activator by interact-
ing with YAP1 in aggressive cancer types. Nat Commun. 2016;7:10498.

 53. Feldker N, et al. Genome-wide cooperation of EMT transcription factor 
ZEB1 with YAP and AP-1 in breast cancer. EMBO J. 2020;39:e103209.

 54. Liu X, et al. Tead and AP1 coordinate transcription and motility. Cell Rep. 
2016;14:1169–80.

 55. Liu H, et al. PRDM4 mediates YAP-induced cell invasion by acti-
vating leukocyte-specific integrin beta2 expression. EMBO Rep. 
2018;19:e45180.

 56. Qiao Y, et al. YAP regulates actin Dynamics through ARHGAP29 and 
promotes metastasis. Cell Rep. 2017;19:1495–502.

 57. Lai D, Ho KC, Hao Y, Yang X. Taxol resistance in breast cancer cells is 
mediated by the hippo pathway component TAZ and its downstream 
transcriptional targets Cyr61 and CTGF. Cancer Res. 2011;71:2728–38.

 58. Bartucci M, et al. TAZ is required for metastatic activity and chemoresist-
ance of breast cancer stem cells. Oncogene. 2015;34:681–90.

 59. Li W, et al. YAP transcriptionally regulates COX-2 expression and 
GCCSysm-4 (G-4), a dual YAP/COX-2 inhibitor, overcomes drug resist-
ance in colorectal cancer. J Exp Clin Cancer Res. 2017;36:144.

 60. Song S, et al. The Hippo Coactivator YAP1 mediates EGFR overexpres-
sion and confers Chemoresistance in Esophageal Cancer. Clin Cancer 
Res. 2015;21:2580–90.

 61. Zaman A, Wu W, Bivona TG, Targeting oncogenic BRAF. past, present, 
and future. Cancers (Basel). 2019;11:1197.

 62. Lin L, et al. The Hippo effector YAP promotes resistance to RAF- and 
MEK-targeted cancer therapies. Nat Genet. 2015;47:250–6.

 63. Hugo W, et al. Non-genomic and Immune Evolution of Melanoma 
acquiring MAPKi Resistance. Cell. 2015;162:1271–85.

 64. Kim MH, et al. Actin remodeling confers BRAF inhibitor resistance to 
melanoma cells through YAP/TAZ activation. EMBO J. 2016;35:462–78.

 65. Li Z, et al. Loss of the FAT1 tumor suppressor promotes resist-
ance to CDK4/6 inhibitors via the Hippo Pathway. Cancer Cell. 
2018;34:893–905e898.

 66. Yu M, et al. Interferon-gamma induces tumor resistance to anti-
PD-1 immunotherapy by promoting YAP phase separation. Mol Cell. 
2021;81:1216–1230e1219.

 67. Lian I, et al. The role of YAP transcription coactivator in regulating stem 
cell self-renewal and differentiation. Genes Dev. 2010;24:1106–18.

 68. Cordenonsi M, et al. The Hippo transducer TAZ confers cancer stem cell-
related traits on breast cancer cells. Cell. 2011;147:759–72.

https://doi.org/10.1093/nar/gkad107
https://doi.org/10.1093/nar/gkad107


Page 21 of 22Luo et al. J Exp Clin Cancer Res          (2023) 42:130  

 69. Kim T, et al. A basal-like breast cancer-specific role for SRF-IL6 in YAP-
induced cancer stemness. Nat Commun. 2015;6:10186.

 70. Song S, et al. Hippo coactivator YAP1 upregulates SOX9 and endows 
esophageal cancer cells with stem-like properties. Cancer Res. 
2014;74:4170–82.

 71. Nimmakayala RK, et al. PAF1 cooperates with YAP1 in metaplastic ducts 
to promote pancreatic cancer. Cell Death Dis. 2022;13:839.

 72. Schaal CM, Bora-Singhal N, Kumar DM, Chellappan SP. Regulation of 
Sox2 and stemness by nicotine and electronic-cigarettes in non-small 
cell lung cancer. Mol Cancer. 2018;17:149.

 73. Koo JH, Guan KL. Interplay between YAP/TAZ and metabolism. Cell 
Metab. 2018;28:196–206.

 74. Cosset E, et al. Glut3 addiction is a Druggable vulnerability for a 
molecularly defined subpopulation of Glioblastoma. Cancer Cell. 
2017;32:856–868e855.

 75. White SM, et al. YAP/TAZ inhibition induces metabolic and Signaling 
Rewiring resulting in Targetable Vulnerabilities in NF2-Deficient tumor 
cells. Dev Cell. 2019;49:425–443e429.

 76. Zhang X, et al. Yes-associated protein (YAP) binds to HIF-1alpha 
and sustains HIF-1alpha protein stability to promote hepatocellular 
carcinoma cell glycolysis under hypoxic stress. J Exp Clin Cancer Res. 
2018;37:216.

 77. Hensley CT, Wasti AT, DeBerardinis RJ. Glutamine and cancer: 
cell biology, physiology, and clinical opportunities. J Clin Invest. 
2013;123:3678–84.

 78. Yang CS, et al. Glutamine-utilizing transaminases are a metabolic vul-
nerability of TAZ/YAP-activated cancer cells. EMBO Rep. 2018;19:e43577.

 79. Edwards DN, et al. The receptor tyrosine kinase EphA2 promotes 
glutamine metabolism in tumors by activating the transcriptional 
coactivators YAP and TAZ. Sci Signal. 2017;10:eaan4667.

 80. Li H, et al. YAP/TAZ drives cell proliferation and tumour growth via a 
polyamine-eIF5A hypusination-LSD1 axis. Nat Cell Biol. 2022;24:373–83.

 81. Wang X, et al. YAP/TAZ orchestrate VEGF signaling during Developmen-
tal Angiogenesis. Dev Cell. 2017;42:462–478e467.

 82. Azad T, et al. A LATS biosensor screen identifies VEGFR as a regulator of 
the Hippo pathway in angiogenesis. Nat Commun. 2018;9:1061.

 83. Elaimy AL, Mercurio AM. Convergence of VEGF and YAP/TAZ signal-
ing: implications for angiogenesis and cancer biology. Sci Signal. 
2018;11:eaau1665.

 84. Ma B, et al. Hypoxia regulates Hippo signalling through the SIAH2 
ubiquitin E3 ligase. Nat Cell Biol. 2015;17:95–103.

 85. Zhao C, et al. Yes-associated protein (YAP) and transcriptional coactiva-
tor with a PDZ-binding motif (TAZ): a nexus between hypoxia and 
cancer. Acta Pharm Sin B. 2020;10:947–60.

 86. Shen Y, et al. Reduction of liver metastasis stiffness improves response 
to Bevacizumab in Metastatic Colorectal Cancer. Cancer Cell. 
2020;37:800–817e807.

 87. Shen Y, et al. STAT3-YAP/TAZ signaling in endothelial cells promotes 
tumor angiogenesis. Sci Signal. 2021;14:eabj8393.

 88. He L, et al. YAP and TAZ are transcriptional co-activators of AP-1 proteins 
and STAT3 during breast cellular transformation. Elife. 2021;10:e67312.

 89. Ong YT, et al. A YAP/TAZ-TEAD signalling module links endothelial nutri-
ent acquisition to angiogenic growth. Nat Metab. 2022;4:672–82.

 90. Ortega A, et al. The YAP/TAZ signaling pathway in the tumor microen-
vironment and carcinogenesis: current knowledge and therapeutic 
promises. Int J Mol Sci. 2021;23:430.

 91. Halder G, Dupont S, Piccolo S. Transduction of mechanical and cytoskel-
etal cues by YAP and TAZ. Nat Rev Mol Cell Biol. 2012;13:591–600.

 92. Chang C, et al. A laminin 511 matrix is regulated by TAZ and functions 
as the ligand for the alpha6Bbeta1 integrin to sustain breast cancer 
stem cells. Genes Dev. 2015;29:1–6.

 93. Calvo F, et al. Mechanotransduction and YAP-dependent matrix 
remodelling is required for the generation and maintenance of cancer-
associated fibroblasts. Nat Cell Biol. 2013;15:637–46.

 94. Topalian SL, et al. Safety, activity, and immune correlates of anti-PD-1 
antibody in cancer. N Engl J Med. 2012;366:2443–54.

 95. van Janse HJ, et al. The Hippo Pathway Component TAZ promotes 
Immune Evasion in Human Cancer through PD-L1. Cancer Res. 
2018;78:1457–70.

 96. Yang W, et al. Influence of the Hippo-YAP signalling pathway on tumor 
associated macrophages (TAMs) and its implications on cancer immu-
nosuppressive microenvironment. Ann Transl Med. 2020;8:399.

 97. Guo X, et al. Single tumor-initiating cells evade immune clearance by 
recruiting type II macrophages. Genes Dev. 2017;31:247–59.

 98. Huang YJ, et al. Ovatodiolide suppresses colon tumorigenesis and 
prevents polarization of M2 tumor-associated macrophages through 
YAP oncogenic pathways. J Hematol Oncol. 2017;10:60.

 99. Wang G, et al. Targeting YAP-Dependent MDSC infiltration impairs 
Tumor Progression. Cancer Discov. 2016;6:80–95.

 100. Ni X, et al. YAP is essential for Treg-Mediated suppression of Antitumor 
Immunity. Cancer Discov. 2018;8:1026–43.

 101. Stampouloglou E, et al. Yap suppresses T-cell function and infiltration in 
the tumor microenvironment. PLoS Biol. 2020;18:e3000591.

 102. Carter SL, et al. Loss of heterozygosity at 11q22-q23 in breast cancer. 
Cancer Res. 1994;54:6270–4.

 103. Hampton GM, et al. Loss of heterozygosity in sporadic human breast 
carcinoma: a common region between 11q22 and 11q23.3. Cancer Res. 
1994;54:4586–9.

 104. Winqvist R, et al. Loss of heterozygosity for chromosome 11 in primary 
human breast tumors is associated with poor survival after metastasis. 
Cancer Res. 1995;55:2660–4.

 105. Yuan M, et al. Yes-associated protein (YAP) functions as a tumor sup-
pressor in breast. Cell Death Differ. 2008;15:1752–9.

 106. Nakamura M, Okano H, Blendy JA, Montell C. Musashi, a neural RNA-
binding protein required for Drosophila adult external sensory organ 
development. Neuron. 1994;13:67–81.

 107. Pearson JD, et al. Binary pan-cancer classes with distinct vulnerabili-
ties defined by pro- or anti-cancer YAP/TEAD activity. Cancer Cell. 
2021;39:1115–1134e1112.

 108. Zhu C, et al. A non-canonical role of YAP/TEAD is required for activa-
tion of estrogen-regulated enhancers in breast Cancer. Mol Cell. 
2019;75:791–806e798.

 109. Li X, et al. YAP inhibits ERalpha and ER(+) breast cancer growth by 
disrupting a TEAD-ERalpha signaling axis. Nat Commun. 2022;13:3075.

 110. Li X, et al. YAP antagonizes TEAD-mediated AR signaling and prostate 
cancer growth. EMBO J. 2023;42:e112184.

 111. Li X, Cho YS, Zhu J, Zhuo S, Jiang J. The Hippo pathway effector 
YAP inhibits HIF2 signaling and ccRCC tumor growth. Cell Discov. 
2022;8:103.

 112. Grieve S, et al. TAZ functions as a tumor suppressor in multiple 
myeloma by downregulating MYC. Blood Adv. 2019;3:3613–25.

 113. Dai X, et al. YAP activates the Hippo pathway in a negative feedback 
loop. Cell Res. 2015;25:1175–8.

 114. Moroishi T, et al. A YAP/TAZ-induced feedback mechanism regulates 
Hippo pathway homeostasis. Genes Dev. 2015;29:1271–84.

 115. He L, et al. A Regulation Loop between YAP and NR4A1 balances cell 
proliferation and apoptosis. Cell Rep. 2020;33:108284.

 116. Jiao S, et al. A peptide mimicking VGLL4 function acts as a YAP antago-
nist therapy against gastric cancer. Cancer Cell. 2014;25:166–80.

 117. Zhang W, et al. VGLL4 functions as a new tumor suppressor in lung 
cancer by negatively regulating the YAP-TEAD transcriptional complex. 
Cell Res. 2014;24:331–43.

 118. Cai J, et al. YAP-VGLL4 antagonism defines the major physiological func-
tion of the Hippo signaling effector YAP. Genes Dev. 2022;36:1119–28.

 119. Ma S, et al. Transcriptional repression of estrogen receptor alpha by 
YAP reveals the Hippo pathway as therapeutic target for ER(+) breast 
cancer. Nat Commun. 2022;13:1061.

 120. Elster D, et al. TRPS1 shapes YAP/TEAD-dependent transcription in 
breast cancer cells. Nat Commun. 2018;9:3115.

 121. Huang H, et al. YAP suppresses lung squamous cell Carcinoma Progres-
sion via Deregulation of the DNp63-GPX2 Axis and ROS Accumulation. 
Cancer Res. 2017;77:5769–81.

 122. Pan WW, Moroishi T, Koo JH, Guan KL. Cell type-dependent function of 
LATS1/2 in cancer cell growth. Oncogene. 2019;38:2595–610.

 123. Frost TC, et al. YAP1 and WWTR1 expression inversely correlates with 
neuroendocrine markers in Merkel cell carcinoma. J Clin Invest. 
2023;133:e157171.

 124. Strano S, et al. The transcriptional coactivator yes-associated protein 
drives p73 gene-target specificity in response to DNA damage. Mol 
Cell. 2005;18:447–59.



Page 22 of 22Luo et al. J Exp Clin Cancer Res          (2023) 42:130 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 125. Matallanas D, et al. RASSF1A elicits apoptosis through an MST2 pathway 
directing proapoptotic transcription by the p73 tumor suppressor 
protein. Mol Cell. 2007;27:962–75.

 126. Basu S, Totty NF, Irwin MS, 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.

 127. Levy D, Adamovich Y, Reuven N, Shaul Y. Yap1 phosphorylation by 
c-Abl is a critical step in selective activation of proapoptotic genes in 
response to DNA damage. Mol Cell. 2008;29:350–61.

 128. Lapi E, et al. PML, YAP, and p73 are components of a proapoptotic 
autoregulatory feedback loop. Mol Cell. 2008;32:803–14.

 129. Zagurovskaya M, et al. EGR-1 forms a complex with YAP-1 and upregu-
lates bax expression in irradiated prostate carcinoma cells. Oncogene. 
2009;28:1121–31.

 130. Cottini F, et al. Rescue of Hippo coactivator YAP1 triggers DNA 
damage-induced apoptosis in hematological cancers. Nat Med. 
2014;20:599–606.

 131. Gujral TS, Kirschner MW. Hippo pathway mediates resistance to cyto-
toxic drugs. Proc Natl Acad Sci U S A. 2017;114:E3729–38.

 132. Dixon SJ, et al. Ferroptosis: an iron-dependent form of nonapoptotic 
cell death. Cell. 2012;149:1060–72.

 133. Magesh S, Cai D. Roles of YAP/TAZ in ferroptosis. Trends Cell Biol. 
2022;32:729–32.

 134. Yang WH, et al. The Hippo Pathway Effector TAZ regulates ferroptosis in 
renal cell carcinoma. Cell Rep. 2019;28:2501–2508e2504.

 135. Yang WH, et al. A TAZ-ANGPTL4-NOX2 Axis regulates ferroptotic cell 
death and chemoresistance in epithelial ovarian Cancer. Mol Cancer 
Res. 2020;18:79–90.

 136. Wu J, et al. Intercellular interaction dictates cancer cell ferroptosis via 
NF2-YAP signalling. Nature. 2019;572:402–6.

 137. Zhou D, et al. Mst1 and Mst2 maintain hepatocyte quiescence and 
suppress hepatocellular carcinoma development through inactivation 
of the Yap1 oncogene. Cancer Cell. 2009;16:425–38.

 138. Moya IM, et al. Peritumoral activation of the Hippo pathway 
effectors YAP and TAZ suppresses liver cancer in mice. Science. 
2019;366:1029–34.

 139. Nie P, et al. A YAP/TAZ-CD54 axis is required for CXCR2-CD44- 
tumor-specific neutrophils to suppress gastric cancer. Protein Cell. 
2022;pwac45. https:// doi. org/ 10. 1093/ procel/ pwac0 45.

 140. Moroishi T, et al. The Hippo Pathway Kinases LATS1/2 suppress Cancer 
Immunity. Cell. 2016;167:1525–1539e1517.

 141. Siegel R, Desantis C, Jemal A. Colorectal cancer statistics, 2014. CA 
Cancer J Clin. 2014;64:104–17.

 142. Barry ER, et al. Restriction of intestinal stem cell expansion and the 
regenerative response by YAP. Nature. 2013;493:106–10.

 143. Cheung P, et al. Regenerative reprogramming of the intestinal stem cell 
state via Hippo Signaling suppresses metastatic colorectal Cancer. Cell 
Stem Cell. 2020;27:590–604e599.

 144. Shreberk-Shaked M, Oren M. New insights into YAP/TAZ nucleo-cyto-
plasmic shuttling: new cancer therapeutic opportunities? Mol Oncol. 
2019;13:1335–41.

 145. Pobbati AV, Hong W. A combat with the YAP/TAZ-TEAD oncoproteins 
for cancer therapy. Theranostics. 2020;10:3622–35.

 146. Liu-Chittenden Y, et al. Genetic and pharmacological disruption of the 
TEAD-YAP complex suppresses the oncogenic activity of YAP. Genes 
Dev. 2012;26:1300–5.

 147. Song S, et al. A novel YAP1 inhibitor targets CSC-Enriched Radiation-
Resistant cells and exerts strong Antitumor activity in esophageal 
adenocarcinoma. Mol Cancer Ther. 2018;17:443–54.

 148. Smith SA, et al. Antiproliferative and Antimigratory Effects of a Novel 
YAP-TEAD Interaction inhibitor identified using in Silico Molecular 
Docking. J Med Chem. 2019;62:1291–305.

 149. Oku Y, et al. Small molecules inhibiting the nuclear localization of YAP/
TAZ for chemotherapeutics and chemosensitizers against breast can-
cers. FEBS Open Bio. 2015;5:542–9.

 150. Zhang Y, et al. VGLL4 selectively represses YAP-Dependent gene 
induction and tumorigenic phenotypes in breast Cancer. Sci Rep. 
2017;7:6190.

 151. Luo M, et al. Advances of targeting the YAP/TAZ-TEAD complex in 
the hippo pathway for the treatment of cancers. Eur J Med Chem. 
2022;244:114847.

 152. Koo JH, et al. Induction of AP-1 by YAP/TAZ contributes to cell prolifera-
tion and organ growth. Genes Dev. 2020;34:72–86.

 153. Zanconato F, et al. Transcriptional addiction in cancer cells is mediated 
by YAP/TAZ through BRD4. Nat Med. 2018;24:1599–610.

 154. Noland CL, et al. Palmitoylation of TEAD transcription factors is required 
for their Stability and function in Hippo Pathway Signaling. Structure. 
2016;24:179–86.

 155. Tang TT, et al. Small molecule inhibitors of TEAD Auto-palmitoylation 
selectively inhibit proliferation and Tumor Growth of NF2-deficient 
Mesothelioma. Mol Cancer Ther. 2021;20:986–98.

 156. Chan P, et al. Autopalmitoylation of TEAD proteins regulates transcrip-
tional output of the Hippo pathway. Nat Chem Biol. 2016;12:282–9.

 157. Pobbati AV, Kumar R, Rubin BP, Hong W. Therapeutic targeting of TEAD 
transcription factors in cancer. Trends Biochem Sci. 2023;48:450–62.

 158. Fan F, et al. Pharmacological targeting of kinases MST1 and MST2 aug-
ments tissue repair and regeneration. Sci Transl Med. 2016;8:352ra108.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1093/procel/pwac045

	New insights into the ambivalent role of YAPTAZ in human cancers
	Abstract 
	FACTS
	Open questions
	Background
	Dysregulation of YAPTAZ in human cancers
	The tumor-promoting roles of YAPTAZ in human cancers
	YAPTAZ-mediated cell proliferation, anti-apoptosis, migration and invasion
	YAPTAZ-mediated drug resistance in tumor therapy
	YAPTAZ-mediated regulation of tumor stemness
	YAPTAZ-mediated metabolic reprogramming of tumor cells
	YAPTAZ-mediated tumor angiogenesis
	YAPTAZ-mediated tumor microenvironment (TME) regulation

	The tumor-suppressive roles of YAPTAZ in human cancers
	YAPTAZ interfere with the transcriptional program of key oncogenic factors
	YAPTAZ facilitate the transcriptional program of tumor suppressors
	YAPTAZ enhance susceptibility to apoptosis-inducing agents
	YAPTAZ promote ferroptosis
	YAPTAZ shape the suppressive tumor microenvironment
	YAPTAZ counteract the key oncogenic pathway

	The therapeutic implications of YAPTAZ in human cancers
	Conclusion
	Acknowledgements
	References


