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Abstract: Yes-associated protein (YAP or YAP1) has been proposed to function as an oncogene in most cancers, with 
nuclear localization of YAP1 correlating with poor prognosis. Photosensitizer Verteporfin has been proven as an in-
hibitor of YAP1 through preventing the combination of YAP1 with TEA domain transcription factor (TEAD). We showed 
previously that the total and phospho-levels of YAP1 were related to the clinical characteristics and outcomes in en-
dometrial cancer (EC) patients, and that YAP1 promoted the proliferation and metastasis of EC cells in vitro cell line 
studies and in animal models. We also reported that Verteporfin inhibited cell growth and induced cell death through 
inhibiting YAP1 in EC in our previous study. However, the mechanism of how Verteporfin inhibits the function of YAP1 
remains unclear. In this study, we analyzed the global effects of Verteporfin on cell function by using Reverse Phase 
Protein Arrays (RPPA) and Ingenuity Pathway Analysis (IPA). Furthermore, we demonstrated that Verteporfin induced 
the SUMOylation of YAP1 for the first time. Interestingly, we found that the SUMOylation of YAP1 was regulated by 
YAP1 phosphorylation. Together, our study revealed a novel mechanism by which Verteporfin inhibits the function of 
YAP1 through regulating YAP1 SUMOylation. Our study may provide a rationale for the clinical use of Verteporfin in 
endometrial cancer by targeting YAP1.
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Introduction

The Yes-associated protein (YAP or YAP1) is the 
key downstream effector in the HIPPO signaling 
cascade [1], which emerged as a major contrib-
utor to cancer pathophysiology. By associating 
with TEA domain transcription factor (TEAD) 
family of transcription factors, YAP1 promotes 
cell growth and inhibits apoptosis [2, 3]. In 
many cancers, the nuclear localization of YAP1 
is correlated with poor prognosis [4]. Thus, the 
YAP oncogene have been identified as a target 
for the development of new cancer drugs [5] 
and small compounds that disrupt the YAP-
TEAD complex formation have been tested for 
therapeutic potentials [6].

Components of the HIPPO tumor suppressor 
pathway are mutated in 30% of ECs (endome-
trial cancers) and, strikingly, in 54% of ECs with 
microsatellite instability [7]. YAP1 is a potent 
oncogene and is frequently amplified in various 

human cancers. We have shown previously for 
the first time that YAP1 regulates the biological 
processes of EC cells through activating PI3K/
Akt/mTOR pathway via up-regulating GAB2 [8]. 
Verteporfin is a second-generation photosensi-
tizer approved by the Food and Drug 
Administration in 2000 for the treatment of 
age-related macular degeneration [9]. It has 
been identified as an inhibitor of TEAD-YAP 
association [6]. Since then, Verteporfin has 
been used as an inhibitor of YAP in oncologic 
research. This effect has been proven in colon 
cancer [10]. We also observed that Verteporfin 
mimicked the effects of siYAP on EC cells and 
inhibited EC tumor growth in vivo in our previ-
ous study [8]. However, the molecular mecha-
nisms underlying Verteporfin inhibition of YAP 
remain elusive.

SUMOylation is a reversible and dynamic pro-
tein post-translational modification that regu-
lates the function of target proteins by affecting 
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their intracellular location, activity and stability 
[11, 12]. In this study, we present for the first 
time that Verteporfin induced a SUMOylation of 
YAP1, which may contribute to the inhibitory 
effect of Verteporfin in endometrial cancer. 
Hence, the data from our study suggested a 
potential therapeutic approach of targeting 
YAP1 SUMOylation for the treatment of endo-
metrial cancer or other diseases.

Materials and methods

Reagents and materials

Antibodies from Cell Signaling Technology. 
Plasmids were from Gordon B Mills’s previous 
Lab., Ju-Seog Lee’ Lab. of MD Anderson Cancer 
Center (MDACC), Houston, TX. X-tremeGENE HP 
DNA Transfection Reagent was from Roche 
Diagnostics.

Cell culture, transient transfection and assays

KLE, EFE184 and NOU-1 were from the MDACC 
Characterized Cell Line Core Facility and propa-
gated as monolayer cultures with, respectively, 
DMEM F12, RPMI1640 and DMEM, supple-
mented with 5% heat-inactivated fetal bovine 
serum (FBS), except 10% FBS for NOU-1 at 
37°C in a humidified incubator containing 5% 
CO2. All cell lines are validated by STR in the 
Core before distribution. 

Western blot

Cells were washed twice in ice-cold phosphate-
buffered saline (PBS) and then lysed in RIPA 
Lysis Buffer (Santa Cruz Biotechnology) for 20 
min at 4°C. The resulting suspension was cen-
trifuged for 15 min, 14,000 rpm at 4°C. The 
supernatant was then collected, and the pro-
tein concentration was determined using a 
bicinchoninic acid protein assay kit (Thermo 
Scientific). Cell lysates were incubated with 
6×SDS sample buffer for 5 min at 100°C and 
then were run on SDS-PAGE gels, transferred  
to polyvinylidene fluoride membranes, and 
probed with the appropriate primary and sec-
ondary antibodies. Protein bands were detect-
ed by enhanced chemiluminescence (ECL, GE 
Healthcare).

Cells were lysed in IP lysis buffer supplemented 
with protease and phosphatase inhibitors. 
Protein lysate was then incubated with corre-

sponding antibody overnight followed by incu-
bation with protein A/G agarose beads (Santa 
Cruz Biotechnology). Centrifuge and keep the 
pellet, wash with pre-chilled washing buffer. 
Collect the supernatant to proceed to Western 
Blot.

Cytotoxicity 

Cells on chamber slides were washed twice 
with a warm PBS solution and stained with a 
LIVE/DEAD Viability/Cytotoxicity Kit (Molecular 
Probes, Life Technologies). The optimal concen-
tration of ethidium homodimer-1 dye was 0.4 
mM and that of calcein dye 0.4 mM. The sam-
ples were incubated for 30 min at 37°C and 
viewed under a fluorescence microscope. Dead 
cells were stained red; live cells, green. 

Reverse phase protein arrays (RPPA)

KLE and EFE184 cells were treated with 
Verteporfin 3 μM, MG132 10 μM, and DMSO 
for 24 hours (groups arrangement see notes  
in Figure 1). Protein lysis were collected and 
sent it to MDACC CCSG core for performance  
of RPPA. RPPA was performed in the MDA- 
CC CCSG core as described at https://www.
mdanderson.org/research/research-resourc-
es/core-facilities/functional-proteomics-rppa-
core.html. 

Statistical analysis

The robustness and generalizability of the 
results are supported by repeating the studies 
across multiple relevant cell lines. 

Results

Global effect of Verteporfin on cellular function 
through ingenuity pathway analysis (IPA) with 
RPPA data 

Since Verteporfin has been shown to inhibit the 
growth of EC cells in vitro and inhibited the EC 
tumor growth in vivo in our previous study, to 
understand the molecular mechanisms under-
lying Verteporfin function, we conducted In- 
genuity Pathway Analysis with RPPA data to 
investigate the effects of Verteporfin in KLE 
cells and EFE184 cells, which are endometrial 
cancer cells without mutations in PTEN, PIK3CA 
and AKT genes. The overall heatmap made by 
RPPA data was shown in Figure 1A. Proteins 
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Figure 1. Ingenuity Pathway Analysis (IPA) with RPPA data. EFE184 and KLE cells were treated with DMSO, 3 uM Verteporfin, 10 uM MBG132, 3 uM Verteporfin and 
10 uM MBG132 respectively for 24 h. Cell lysates were collected and processed for RPPA. (A) The heatmap with RPPA data. Two screenshots within blue dashed 
boxes were magnified in (B and C). (B) An enlarged picture of one dashed box showing proteins decreased obviously by Verteporfin. (C) An enlarged picture of one 
dashed box showing proteins increased obviously by Verteporfin. (D, E) IPA was conducted with RPPA data. The top 10 up-regulated molecules and the top 10 down-
regulated molecules caused by Verteporfin treatment were listed, respectively. (F) The common proteins that were increased or decreased by Verteporfin in two cell 
lines were listed. The red arrow represents proteins with the increased amount, whereas green arrow represents proteins with the decreased amount. 
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that were down-regulated by Verteporfin were 
shown in Figure 1B, while those that were up-
regulated were shown in Figure 1B, 1C. 
According to the IPA, the top 10 up-regulated 
molecules and the top 10 down-regulated mol-
ecules are shown in Figure 1D and 1E. They 
included PCNA, G6PD, GAPDH, TP53, SETD2, 
GYS1, CDKN2A, MYH11, CTNNB1, FN1, PRK- 
AA1, SERPINE1, MAP2K1 and so on. These pro-
teins are involved in many major signaling net-
works such as in carbohydrate metabolism, cel-
lular growth and proliferation, cell death and 
survival, cellular movement, DNA replication, 
recombination, and repair. Proteins that exhib-
ited the same changes in these two cell lines 
were shown in Figure 1F. The information 
obtained from this analysis will provide the 
basis for our further investigation on the func-
tion of Verteporfin.

Verteporfin decreased cell growth and in-
creased cell death in endometrial cancer cells 

Verteporfin is an FDA-approved drug and has 
been shown to inhibit cell growth in colon cells. 
Since our interest is on the effect of Verteporfin 
in endometrial cancer, we examined the effect 
of Verteporfin on endometrial cancer cell 
EFE184, and we found that Verteporfin inhibit-
ed EFE184 cell growth in a dose-dependent 
manner (Figure 2A) with clear cell morphologi-
cal changes. Cells were round up and began to 
die within 1 day after treatment (Figure 2B). 

Verteporfin decreased the expression level of 
total YAP1 protein and phospho-YAP1 protein

We further investigated the functional mecha-
nism of Verteporfin on cell growth. Verteporfin 
has been reported to inhibit the complex forma-
tion between TEAD-YAP. We then focused our 
study on the effect of Verteporfin in YAP1 func-
tion. Interestingly, we found that Verteporfin 
decreased YAP1 protein level in a dose-depen-
dent manner in EC cell line, NOU-1 cells (Figure 
3A). Verteporfin treatment at 3 μM for 24 h led 
to a complete inhibition in the expression of 
YAP1 protein. Furthermore, the protein level of 
GAB2, a downstream target gene of YAP1, was 
also inhibited by Verteporfin treatment (Figure 
3A), though this inhibition required higher con-
centration of Verteporfin (10 μM). This decrease 
in YAP1 and GAB1 protein by Verteporfin treat-
ment was not the result of inhibition at YAP1 
and GAB1 gene transcription as when we trans-

fected YAP1 and GAB1 expression plasmids 
under the control of MTV promoter, we still 
observed the reduction of YAP1 and GAB1 pro-
tein (Figure 3B). In both experiments we used 
Erk2 as a specificity control to indicate the spe-
cific function of Verteporfin on YAP1 and GAB2 
since Erk2 protein level was not affected by 
Verteporfin treatment (Figure 3A and 3B). If  
the change in YAP1 and GAB2 protein level 
after Verteporfin treatment was not the result 
of transcriptional regulation, does Verteporfin 
treatment affect the protein stability/degrada-
tion of YAP1 and GAB2? To test this, we treated 
the EC cancer cell lines KLE and EFE184 cells 
with proteasome inhibitor MG132 together with 
Verteporfin to block protein degradation, and 
we found that in both cell lines MG132 treat-
ment could not rescue the effect of Verteporfin 
in decreasing YAP1 and GAB2 protein level 
(Figure 3C), suggesting protein degradation is 
not the cause for the reduction in YAP1 and 
GAB2 protein level. Since YAP1 protein level 
and activity is mainly regulated by the phos-
phorylation of YAP1 at Serine 127, which regu-
lates YAP1 cytoplasmic retention and degrada-
tion, we were curious about the effect of 
Verteporfin on the phospho-YAP1 protein level. 
We found that the phospho-YAP1 protein level 
was also decreased by Verteporfin treatment in 
both KLE and EFE184 cells (Figure 3D). Erk2 
western blot was used as sample control. 
Consistent with the observation with YAP1 total 
protein, MG132 treatment also failed to rescue 
this effect (Figure 3D). Similar inhibition was 
also observed in phospho-GAB2 protein level; 
Verteporfin treatment led to a decrease in 
phospho-GAB2 protein level, and this reduction 
could not be rescued by MG132 treatment 
(Figure 3E). 

Verteporfin treatment led to a mobility shift of 
YAP1 protein due to sumo modification of YAP1 

From western blot experiments above, we 
observed that the expression of YAP and phos-
pho-YAP1 was decreased by Verteporfin treat-
ment. This effect was not the result of tran-
scriptional regulation and protein degradation 
induced by Verteporfin treatment. However, 
intriguingly, when we carefully examining the 
expression of phospho-YAP1 protein after 
Verteporfin treatment by immunofluorescence 
staining, we could still detect the signal of YAP1 
protein in cells (data not shown, and reference 
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[13]). To understand this discrepancy, we care-
fully re-examined our western blot results, and 
found that there was phospho-YAP1 protein  
signal at the molecular weight higher than 70 
kDs of the expected molecular size of YAP1 
after Verteporfin treatment (Figure 4A). This 
shift in molecular size of phospho-YAP1 was 
observed in a Verteporfin dose-dependent 
manner in both NOU-1 and EFE184 cells (Figure 
4A and 4B).

Based on the observation that Verteporfin 
treatment induced a mobility shift in phospho-
YAP1, we speculated that Verteporfin treatment 
might cause protein modification of YAP1. 
Through a series of biochemical analysis, we 
confirmed that the mobility shift of YAP1 was 
the result of YAP1 sumo modification. As sh- 
own in Figure 4C, when we immunoprecipitat- 
ed YAP1 from cells treated with or without 
Verteporfin, and immunoblotted the precipitat-

Figure 2. Verteporfin decreased cell growth and increased cell death in endometrial cancer cells. A. EFE184 cells 
were treated with 0.1 μM, 0.3 μM, 3 μM, 10 μM Verteporfin for 36 hours. The pictures are showing the morphologic 
change under microscope (* 20). B. EFE184 cells were treated with 1 μM Verteporfin for 24 h. Cells were processed 
for LIVE/DEAD assay. Red color refers to dead cells; green color refers to live cells. 
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ed products with anti-sumo antibody, sumo 
antibody recognized YAP1 protein at the higher 
molecular size only from the samples with 
Verteporfin treatment, suggesting Verteporfin 
treatment induced an sumo modification of 
YAP1. Furthermore, we believed that this sumo-
modified form of YAP1 induced by Verteporfin 
treatment was mainly the Serine127-phos- 
phorylated form of YAP1. As shown in Figure 
4D, we immunoprecipitated YAP1 from cells 
treated with or without Verteporfin, and immu-
noblotted the precipitated products with anti-
phospho-YAP1 antibody, phospho-YAP1 anti-
body recognized the higher molecular size of 
YAP1 only from Verteporfin treated cells. In 
Figure 4E, we used anti-YAP1 antibody to immu-

noblot the YAP1-immunoprecipitated product 
as our experimental control. The Verteporfin 
treatment induced sumo modification of YAP1 
was further confirmed by using de-SUMOylation 
enzyme such as SUMO Specific Peptidase 
(SENP) in our experiments. As shown in Figure 
4F, in NOU1 cells, the Verteporfin treatment-
induced sumo modification was abolished by 
co-transfection of SENP1, but not by SENP2. 

Serine127 phosphorylation of YAP1 is impor-
tant for YAP1 sumo modification induced by 
Verteporfin 

From our results in Figure 4C and 4D, we 
believed that phospho-YAP1 is the mainly sumo 
modified form of YAP1 induced by Verteporfin 

Figure 3. Verteporfin decreased the total and phospho-YAP1 protein level. (A) NOU-1 cells were treated with 0 μM, 
1.25 μM, 2.5 μM, 5 μM, 10 μM Verteporfin for 24 h. Cell lysates were collected and subjected to western blot with 
anti-YAP1 and anti-GAB2 antibodies. Anti-Erk2 western blot was used as sample control. (B) YAP1-expressing plas-
mid was transfected in NOU-1 cells for 24 h, then. Cells were treated with DMSO or 10 μM Verteporfin for 24 h. Cell 
lysates were collected and western blot was performed as described in (A, C). KLE and EFE184 cells were treated 
with DMSO, 10 μM Verteporfin in the presence or absence of 10 μM MG132, respectively, for 6 h. Cell lysates were 
collected and western blot was performed as described in (A). (D) KLE and EFE184 cells were treated with DMSO, 
10 μM Verteporfin in the presence or absence of 10 μM MG132, respectively, for 1 h. Cell lysates were collected and 
western blot was performed with indicated antibodies. (E) KLE, EFE184 and NOU-1 cells were treated with DMSO, 
10 μM Verteporfin in the presence or absence of 10 μM MG132, respectively, for 1 h. Cell lysates were collected and 
western blot was performed with indicated antibodies.
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treatment. To directly prove this, we generated 
a YAP1 mutant in which the Serine127 site was 
mutated into Alanine (YAPS127A). We then 
transfected wild type YAP1 or YAPS127A mu- 
tant into EFE184 and NOU-1 cells, and exam-

ined the mobility shift of YAP1 or YAPS127A 
after Verteporfin treatment. As shown in Figure 
5, we found that the Verteporfin treatment-
induced mobility shift of YAP1 was abolished  
in YAP1S127A mutant, suggesting that the 

Figure 4. Mobility shift of YAP1 protein induced by Verteporfin. (A) NOU-1 cells were treated with Verteporfin (0, 0.1, 
0.3, 1, 3 μM) for 24 h. Cell lysates were collected and subjected for western blot with anti-phospho-YAP1 antibody. 
(B) EFE184 cells were treated with Verteporfin (0, 0.3, 1, 3 μM) for 24 h. (C-E) NOU-1 cells were treated with 3 μM 
Verteporfin for 12 h. Cell lysates were subjected to immunoprecipitation with anti-YAP1 antibodies. The immunopre-
cipitated products were analyzed by western blot with anti-sumo1 antibody (C), anti-phospho-YAP1 antibody (D), and 
anti-YAP1 antibody (E). (F) NOU-1 cells were transfected with vector only, or SNEP1, or SENP2-expressing plasmid for 
24 h. After that, cells were treated with 3 μM Verteporfin and 20 μM NEM for 24 h. Cell lysates were collected and 
subjected to western blot with anti-sumo1 antibodies. 
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Serine127 phosphorylation of YAP1 is impor-
tant for the sumo modification of YAP1 induced 
by Verteporfin treatment.

Discussion

Regulation of YAP1 has been extensively stud-
ied, especially on the role of phosphorylation in 
regulating YAP1 activity. YAP1 is phosphorylat-
ed by LATS1/2 in HIPPO tumor-suppressing 
pathway, leading to its cytosolic sequestration 
and resulting in subsequent proteasomal deg-
radation [14]. When the activation of HIPPO 
pathway is inhibited, the de-phosphorylation of 
YAP1 will lead to the nuclear transportation to 
co-activated with TEAD [6, 15, 16], causing the 
tumorigenesis of cancers including colon can-
cer, gastric cancer, liver cancer, endometrial 
cancer [10, 13, 15, 17-20]. However, as one of 
the important posttranslational protein modifi-
cation, SUMOylation of YAP1 has not been well 
characterized. 

SUMOylation, as a dynamic post-translator, 
attributes to numerous cell functions such as 
nuclear-cytosolic transport, transcriptional reg-
ulation, apoptosis, gene repair, and progres-
sion through the cell cycle, as well as cancer 
suppression [11, 12, 21-23]. Though few stud-
ies have suggested the potential SUMO mo- 
dification site on YAP1, a recent study has 
proved that there is SUMO-interacting motif 
(SIM) in YAP1 and TAZ [24]. We predicted  
that there exists possible SUMOylation site  
of YAP1 through the fourth-generation GPS 
algorithm [25], suggesting that there are  
interactions between YAP1 and SUMO. In this 
study, we showed that YAP1 is sumo-modified, 
and this SUMO modification is induced by 
Verteporfin treatment, Hence, our study pro-

Verteporfin is a second-generation photosensi-
tizer approved for the treatment of age-related 
macular degeneration by FDA [9]. Moreover, 
Verteporfin has been shown to regulate other 
cellular processed such altered functions asso-
ciated with autophagy, cell proliferation, cell 
cycle and apoptosis [26-28]. Recently, it has 
been identified as an inhibitor of TEAD-YAP 
association and YAP induced liver overgrowth 
[6]. In our previous study, we proved at the first 
time that YAP1 activated PI3K/AKT signaling 
through altering expression of GAB2, which pro-
vided evidences that YAP1 played an oncologic 
role in endometrial cancer [8]. Moreover, we 
observed Verteporfin, as an inhibitor of YAP1-
TEAD combination, exerted the inhibitory 
effects on tumor cell proliferation, cell migra-
tion, and the growth of EC cells in an orthotopic 
model. It indicated Verteporfin could be a prom-
ising drug targeted to YAP1 in endometrial can-
cer. But, how Verteporfin inhibit the interaction 
of YAP with TEAD has not been illustrated clear. 

In this study, we also observed the SUMOylation-
induced effect of Verteporfin on YAP1. This 
effect is Verteporfin-specific as other photosen-
sitizers, such as Protoporphyrin and Hemato- 
porphyrin, do not exhibit this effect (data not 
shown). Does Verteporfin induce SUMOyla- 
tion of other proteins in addition to YAP1 pro-
tein? Our preliminary data showed that Ver- 
teporfin also induced the SUMOylation of oth- 
er proteins (data not shown). In our previous 
work, we found that the intracellular transloca-
tion of YAP1 was induced by Verteporfin [13]. 
Does sumo modification of YAP1 regulate the 
intracellular location of YAP1? Moreover, how 
do YAP1 phosphorylation and sumo modifica-
tion coordinate to regulate the function of 

Figure 5. Phosphorylation of YAP1 affects its sumo modification induced by 
Verteporfin. EFE184 and NOU-1 cells were transfected with vector only, or 
wild type flag-YAP1, or phosphorylation mutant of flag-YAP1 S127A plasmids 
for 24 h. After that, cells were treated with 3 μM Verteporfin for 24 h. Cell 
lysates were collected and subjected to western blot with anti-phospho-YAP1 
antibody. 

vides the basis for the furth- 
er characterization of YAP1 
sumo-modification and on 
how sumo-modification of 
YAP1 is regulated. Sumo mod-
ification of YAP1 was further 
confirmed in our study as we 
found that the Verteporfin-
induced SUMOylation of YAP1 
was attenuated by the co-
expression of SENP, especial-
ly by SENP1, but not by 
SENP2, suggesting a specific 
type of sumo modification is 
involved. 
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YAP1? We will explore these questions in our 
future study.  

In summary, our finding of SUMOylation of YAP1 
and the regulation of YAP1 SUMOylation by 
Verteporfin may provide the rationale for the 
potentially therapeutic targeting of YAP1 for 
cancer treatment. Our study will also help to 
understand the working mechanism of 
Verteporfin in treating patient. Future research 
will continue to delineate the relationships 
among YAP1, SUMOylation and Verteporfin.

Acknowledgements

This work was funded by institutional support 
from National Natural Science Foundation of 
China (81772777), “Shanghai Pujiang Program” 
(17PJ1401400), Shanghai Science and tech-
nology committee medical guidance program 
(18411963700), Shanghai Outstanding Youth 
Training Plan of China (XYQ2011062). We kind-
ly thank Gordon B Mills and MD Anderson 
Cancer Center during the period of Dr. Chao 
Wang as a postdoc studying at the MD Anderson 
Cancer Center for their help and support.

Disclosure of conflict of interest

None.

Address correspondence to: Xiaojun Chen and Chao 
Wang, Department of Obstetrics and Gynecology, 
Obstetrics and Gynecology Hospital, Fudan Uni- 
versity, 419 Fangxie Rd, Shanghai, People’s Repu- 
blic of China. E-mail: cxjlh@hotmail.com (XJC); wang- 
1980-55@163.com (CW)

References

[1] Zhao B, Wei X, Li W, Udan RS, Yang Q, Kim J, 
Xie J, Ikenoue T, Yu J, Li L, Zheng P, Ye K, 
Chinnaiyan A, Halder G, Lai ZC and Guan KL. 
Inactivation of YAP oncoprotein by the Hippo 
pathway is involved in cell contact inhibition 
and tissue growth control. Genes Dev 2007; 
21: 2747-2761.

[2] Vassilev A, Kaneko KJ, Shu H, Zhao Y and 
DePamphilis ML. TEAD/TEF transcription fac-
tors utilize the activation domain of YAP65, a 
Src/Yes-associated protein localized in the cy-
toplasm. Genes Dev 2001; 15: 1229-1241.

[3] Zhao B, Kim J, Ye X, Lai ZC and Guan KL. Both 
TEAD-binding and WW domains are required 
for the growth stimulation and oncogenic 
transformation activity of yes-associated pro-
tein. Cancer Res 2009; 69: 1089-1098.

[4] Zhao B, Li L, Lei Q and Guan KL. The Hippo-YAP 
pathway in organ size control and tumorigene-
sis: an updated version. Genes Dev 2010; 24: 
862-874.

[5] Sudol M, Shields DC and Farooq A. Structures 
of YAP protein domains reveal promising tar-
gets for development of new cancer drugs. 
Semin Cell Dev Biol 2012; 23: 827-833.

[6] Liu-Chittenden Y, Huang B, Shim JS, Chen Q, 
Lee SJ, Anders RA, Liu JO and Pan D. Genetic 
and pharmacological disruption of the TEAD-
YAP complex suppresses the oncogenic activi-
ty of YAP. Genes Dev 2012; 26: 1300-1305.

[7] Cancer Genome Atlas Research Network, 
Kandoth C, Schultz N, Cherniack AD, Akbani R, 
Liu Y, Shen H, Robertson AG, Pashtan I, Shen 
R, Benz CC, Yau C, Laird PW, Ding L, Zhang W, 
Mills GB, Kucherlapati R, Mardis ER and Levine 
DA. Integrated genomic characterization of en-
dometrial carcinoma. Nature 2013; 497: 67-
73.

[8] Wang C, Gu C, Jeong KJ, Zhang D, Guo W, Lu Y, 
Ju Z, Panupinthu N, Yang JY, Gagea MM, Ng 
PK, Zhang F and Mills GB. YAP/TAZ-mediated 
upregulation of GAB2 leads to increased sensi-
tivity to growth factor-induced activation of the 
PI3K pathway. Cancer Res 2017; 77: 1637-
1648.

[9] Henney JE. From the food and drug administra-
tion. JAMA 2000; 283: 2779.

[10] Zhang H, Ramakrishnan SK, Triner D, Cento-
fanti B, Maitra D, Gyorffy B, Sebolt-Leopold JS, 
Dame MK, Varani J, Brenner DE, Fearon ER, 
Omary MB and Shah YM. Tumor-selective pro-
teotoxicity of Verteporfin inhibits colon cancer 
progression independently of YAP1. Sci Signal 
2015; 8: ra98.

[11] Hay RT. SUMO: a history of modification. Mol 
Cell 2005; 18: 1-12.

[12] Mei L, Yuan L, Shi W, Fan S, Tang C, Fan X, Yang 
W, Qian Y, Hussain M and Wu X. SUMOylation 
of large tumor suppressor 1 at Lys751 attenu-
ates its kinase activity and tumor-suppressor 
functions. Cancer Lett 2017; 386: 1-11.

[13] Wang C, Zhu X, Feng W, Yu Y, Jeong K, Guo W, 
Lu Y and Mills GB. Verteporfin inhibits YAP 
function through up-regulating 14-3-3sigma 
sequestering YAP in the cytoplasm. Am J Can-
cer Res 2016; 6: 27-37.

[14] Huang J, Wu S, Barrera J, Matthews K and Pan 
D. The Hippo signaling pathway coordinately 
regulates cell proliferation and apoptosis by 
inactivating Yorkie, the Drosophila Homolog of 
YAP. Cell 2005; 122: 421-434.

[15] Ou C, Sun Z, Li S, Li G, Li X and Ma J. Dual roles 
of yes-associated protein (YAP) in colorectal 
cancer. Oncotarget 2017; 8: 75727-75741.

[16] Bum-Erdene K, Zhou D, Gonzalez-Gutierrez G, 
Ghozayel MK, Si Y, Xu D, Shannon HE, Bailey 

mailto:cxjlh@hotmail.com
mailto:wang1980-55@163.com
mailto:wang1980-55@163.com


Verteporfin induced the SUMOylation of YAP1

1217 Am J Cancer Res 2020;10(4):1207-1217

BJ, Corson TW, Pollok KE, Wells CD and Mer-
oueh SO. Small-molecule covalent modifica-
tion of conserved cysteine leads to allosteric 
inhibition of the TEADYap protein-protein inter-
action. Cell Chem Biol 2019; 26: 378-389, 
e313.

[17] Wu Y, Shen L, Liang X, Li S, Ma L, Zheng L, Li T, 
Yu H, Chan H, Chen C, Yu J and Jia J. Helico-
bacter pylori-induced YAP1 nuclear transloca-
tion promotes gastric carcinogenesis by en-
hancing IL-1beta expression. Cancer Med 
2019; 8: 3965-3980.

[18] Wang C, Jeong K, Jiang H, Guo W, Gu C, Lu Y 
and Liang J. YAP/TAZ regulates the insulin sig-
naling via IRS1/2 in endometrial cancer. Am J 
Cancer Res 2016; 6: 996-1010.

[19] Chen YA, Lu CY, Cheng TY, Pan SH, Chen HF 
and Chang NS. WW domain-containing pro-
teins YAP and TAZ in the hippo pathway as key 
regulators in stemness maintenance, tissue 
homeostasis, and tumorigenesis. Front Oncol 
2019; 9: 60.

[20] Perra A, Kowalik MA, Ghiso E, Ledda-Columba-
no GM, Di Tommaso L, Angioni MM, Raschioni 
C, Testore E, Roncalli M, Giordano S and Co-
lumbano A. YAP activation is an early event 
and a potential therapeutic target in liver can-
cer development. J Hepatol 2014; 61: 1088-
1096.

[21] Ke J, Yang Y, Che Q, Jiang F, Wang H, Chen Z, 
Zhu M, Tong H, Zhang H, Yan X, Wang X, Wang 
F, Liu Y, Dai C and Wan X. Prostaglandin E2 
(PGE2) promotes proliferation and invasion by 
enhancing SUMO-1 activity via EP4 receptor in 
endometrial cancer. Tumour Biol 2016; 37: 
12203-12211.

[22] Garvin AJ, Walker AK, Densham RM, Chauhan 
AS, Stone HR, Mackay HL, Jamshad M, Starow-
icz K, Daza-Martin M, Ronson GE, Lanz AJ, 
Beesley JF and Morris JR. The deSUMOylase 
SENP2 coordinates homologous recombina-
tion and nonhomologous end joining by inde-
pendent mechanisms. Genes Dev 2019; 33: 
333-347.

[23] Seeler JS and Dejean A. SUMO and the robust-
ness of cancer. Nat Rev Cancer 2017; 17: 184-
197.

[24] Zhang Z, Du J, Wang S, Shao L, Jin K, Li F, Wei 
B, Ding W, Fu P, van Dam H, Wang A, Jin J, Ding 
C, Yang B, Zheng M, Feng XH, Guan KL and 
Zhang L. OTUB2 promotes cancer metastasis 
via hippo-independent activation of YAP and 
TAZ. Mol Cell 2019; 73: 7-21, e27.

[25] Zhao Q, Xie Y, Zheng Y, Jiang S, Liu W, Mu W, 
Liu Z, Zhao Y, Xue Y and Ren J. GPS-SUMO: a 
tool for the prediction of sumoylation sites and 
SUMO-interaction motifs. Nucleic Acids Res 
2014; 42: W325-330.

[26] Donohue E, Thomas A, Maurer N, Manisali I, 
Zeisser-Labouebe M, Zisman N, Anderson HJ, 
Ng SS, Webb M, Bally M and Roberge M. The 
autophagy inhibitor Verteporfin moderately en-
hances the antitumor activity of gemcitabine 
in a pancreatic ductal adenocarcinoma model. 
J Cancer 2013; 4: 585-596.

[27] Chang Y, Fu XR, Cui M, Li WM, Zhang L, Li X, Li 
L, Sun ZC, Zhang XD, Li ZM, You XY, Nan FF, Wu 
JJ, Wang XH and Zhang MZ. Activated hippo 
signal pathway inhibits cell proliferation and 
promotes apoptosis in NK/T cell lymphoma 
cells. Cancer Med 2019; 8: 3892-3904.

[28] Bang LG, Dasari VR, Kim D and Gogoi RP. Dif-
ferential gene expression induced by Vertepor-
fin in endometrial cancer cells. Sci Rep 2019; 
9: 3839.


