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Twistl, a basic helix-loop-helix (bHLH) transcription
factor, has been implicated in epithelial mesenchymal
transitions (EMTs) in a variety of cancers including
lung cancer (1-3). As a result, Twistl is thought to play
an important role in metastasis through a variety of
described mechanisms (4-9). In addition, overexpression
of Twistl is associated with chemotherapy resistance
and is associated with poor prognosis (3,10-12). Twistl
overexpression is also associated with cancer stemness,
a phenotype thought to be responsible for cancer
initiation, metastasis, and therapy resistance (2). Twistl is
an attractive target in cancer because it is overexpressed
in cancer while minimally expressed in normal tissues.
Although small inhibitory RNA suppression of Twistl
has been effective in reducing cancer growth in vitro,
therapies targeting Twist] that can be used iz vivo have not
yet been reported. As a result, understanding the regulation
of Twistl may reveal new ways of blocking Twistl
expression that may lead to new effective cancer therapies.
In this manuscript, Wang and colleagues report
spermatogenic bHLH transcription factor Zip 1 (SPZ1)
binds to the promoter region of Twistl and activates Twistl
expression in hepatocellular carcinoma (HCC) cell lines (13).
They support this conclusion through experiments showing
binding of SPZ1 to a short portion of the TWIST promoter
and a series of knockout and overexpression studies of
SPZ1 that show increases in TWIST expression. In
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addition, the association of TWISTT and SPZ1 expression
in human samples supports their data. They also show
that SPZ1 expression is associated with more aggressive
tumor phenotype (larger tumor size, increased number
of tumors, higher stage, and lymphovascular invasion) in
human HCC cancer specimens, and that SPZ1 is associated
with expression of Twistl in human HCC tumor samples.
Because of the important role of Twistl in EMT and cancer
stemness, the authors conclude that SPZ1 may be a master
regulator of EMT in HCC leading to transcription of key
EMT genes and pathways including Snaill and Slug as well
as other markers of cancer stemness.

The study is methodologically sound and has a number
of strengths, in particular the correlation of SPZ1 and
"Twistl expression with clinical outcomes in a large number
of human samples. Other strengths of the study are the
use of a transgenic mouse model and correlation with
downstream signaling pathways of EMT and cell migration,
which make inferences on the possible effects of SPZ1
expression on development of metastasis.

There are important limitations to this study though.
First, although Twistl is reported to be high in most
tumors and low in normal tissues, SPZ1 expression is low
in the majority of liver cancers that are reported in this
study. In fact, only about 29% of tumors studied had high
SPZ1. If SPZ1 in fact is the major regulator of Twistl, one
would assume that levels of SPZ1 and Twistl would be
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more concordant. While the authors do show a statistical
correlation between SPZ1 and Twistl levels, it is clear that
the regulation of Twistl is not just under the control of
SPZ1, and that SPZ1 is involved in transcription of other
cancer related genes, as others have shown. There are a
number of interrelated pathways involving regulation of
EMT and the relative importance of SPZ1 is not clear (1).
Moreover, although mRNA expression levels of SPZ1 were
associated with poor prognosis, it is unclear how the cut
point of high and low expression levels were selected and
whether the selection of this cut-point was validated by
any means. The lack of use of a validation method for the
cutpoints limits may lead to falsely identifying an effect.

In addition, there are many unanswered questions
about the role of SPZ1 in TWIST expression and in the
malignant phenotype that ought to be answered before
focusing on targeting SPZ1 for cancer therapy. First, does
forced expression of SPZ1 in benign immortalized cells lead
to malignant transformation? If not, what other oncogenic
pathways are required? Since TWISTI is thought to
be a gene involved early in carcinogenesis, is SPZ1
expression or TWISTT expression sufficient for malignant
transformation or are other oncogenic drivers required?
Next, what other genes are regulated by SPZ1? Although a
handful of epithelial to mesenchymal transformation genes
were evaluated in this paper, evaluation across the genome
in cancer cells may detect other important cancer related
genes that are under the control of SPZ1. In addition,
rescue experiments whereby TWIST1 is knocked down
after overexpression of SPZ1 may help elucidate the effect
of SPZ1 on TWISTT relative to other oncogenes. Along
the same lines, it is unclear what other transcription factors
regulate TWIST expression. Even though TWIST1
expression is lower with SPZ1 knockdown, additional
transcription factors may still play an important role in the
regulation of TWISTT in human cancers. Finally, although
this manuscript focuses on HCC, is SPZ1 equally important
for TWIST1 expression in other cancers?

Although the authors demonstrate that SPZ1 is a
potential target for cancer therapy, targeting bHLH
transcription factors with peptides is challenging (14). In
addition, off target effects on the many other critical bHLH
transcription factors are likely.

In summary, Wang and colleagues provide important
information on the regulation of TWIST1 via SPZ1 in
HCQC, a finding which is likely to be relevant to other
malignancies. Both Twistl and SPZ1 are appealing targets
for therapy. Additional investigation on the other roles
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of SPZ1 in cancer is important, and it may shed light on
possible TWIST targeting therapies.

Acknowledgements

Funding: This study was supported by the National Cancer
Institute of the National Institutes of Health (No. NIH
5SK12CA001727-20).

Footnote

Conflicts of Interest: D] Raz is a consultant for Cireca.

References

1. De Craene B, Berx G. Regulatory networks defining EMT
during cancer initiation and progression. Nat Rev Cancer
2013;13:97-110.

2. KangY, Massagué J. Epithelial-mesenchymal transitions:
twist in development and metastasis. Cell 2004;118:277-9.

3. Zhu QQ, Ma C, Wang Q, et al. The role of TWISTT in
epithelial-mesenchymal transition and cancers. Tumour
Biol 2016;37:185-97.

4. D'Angelo RC, Liu XW, Najy AJ, et al. TIMP-1 via
TWIST1 induces EMT phenotypes in human breast
epithelial cells. Mol Cancer Res 2014;12:1324-33.

5. Kogan-Sakin I, Tabach Y, Buganim Y, et al. Mutant
p53(R175H) upregulates Twistl expression and promotes
epithelial-mesenchymal transition in immortalized prostate
cells. Cell Death Differ 2011;18:271-81.

6. Li CW, Xia W, Huo L, et al. Epithelial-mesenchymal
transition induced by TNF-a requires NF-kB-mediated
transcriptional upregulation of Twistl. Cancer Res
2012;72:1290-300.

7. Xue G, Restuccia DF, Lan Q, et al. Akt/PKB-mediated
phosphorylation of Twist]l promotes tumor metastasis
via mediating cross-talk between PI3K/Akt and TGF-
signaling axes. Cancer Discov 2012;2:248-59.

8.  Yang MH, Wu KJ. TWIST activation by hypoxia
inducible factor-1 (HIF-1): implications in metastasis and
development. Cell Cycle 2008;7:2090-6.

9. Yu], Xie F, Bao X, et al. miR-300 inhibits epithelial to
mesenchymal transition and metastasis by targeting Twist
in human epithelial cancer. Mol Cancer 2014;13:121.

10. Piccinin S, Tonin E, Sessa S, et al. A "twist box" code of
p53 inactivation: twist box: p53 interaction promotes p53
degradation. Cancer Cell 2012;22:404-15.

11. Qiang L, Zhao B, Ming M, et al. Regulation of cell

F Thorac Dis 2017;9(11):4143-4145



Journal of Thoracic Disease, Vol 9, No 11 November 2017

12.

13.

proliferation and migration by p62 through stabilization of
Twistl. Proc Natl Acad Sci U S A 2014;111:9241-6.

Wang X, Ling MT, Guan XY, et al. Identification of

a novel function of TWIST, a bHLH protein, in the
development of acquired taxol resistance in human cancer
cells. Oncogene 2004;23:474-82.

Wang LT, Chiou SS, Chai CY, et al. Transcription factor

Cite this article as: Raz DJ. Editorial on “Transcription factor
SPZ1 promotes TWIST-mediated epithelial—mesenchymal
transition and oncogenesis in human liver cancer”. J Thorac
Dis 2017;9(11):4143-4145. doi: 10.21037/jtd.2017.10.114

© Journal of Thoracic Disease. All rights reserved.

14.

jtd.amegroups.com

4145

SPZ1 promotes TWIST-mediated epithelial-mesenchymal
transition and oncogenesis in human liver cancer.
Oncogene 2017;36:4405-14.

Edwards AL, Meijer DH, Guerra RM, et al. Challenges in
Targeting a Basic Helix-Loop-Helix Transcription Factor
with Hydrocarbon-Stapled Peptides. ACS Chem Biol
2016;11:3146-53.

F Thorac Dis 2017;9(11):4143-4145



