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Taiwanese Association of Obstetrics and Gynecology

The winners of the 2017 outstanding female cancer research pa-
per of Hsu Chien-Tien Cancer Foundation have been announced.
Similar to previous winners before [1—-3], these new winners
received their honors at the Annual Meeting of the Taiwan Associa-
tion of Obstetrics and Gynecology (TAOG), which was held on 17
and 18 March 2018 in Kaohsiung, Taiwan.

The golden-award winner is Dr. Yu-Li Chen, who published an
excellent mini-review entitled “Metronomic chemotherapy and
immunotherapy in cancer treatment” [4]. The authors performed
a well-written mini-review to introduce updated information of
the use of metronomic treatment in the management of cancer pa-
tients [4]. This review addressed two important issues. One is the
combination of metronomic chemotherapy regimen, for example
cyclophosphamide and immunotherapy for the cancer treatment,
which is a new and better choice for cancer patients although the
drug dose, treatment, duration, and schedule of metronomic agent
of chemotherapy administration is still uncertain. In addition, it is
still unknown that this metronomic chemotherapy should be given
concomitantly, before or after immunotherapies. The other issue is
that host immunity is a critical step for the successful treatment for
cancer. Therefore, immunotherapy alone or metronomic chemo-
therapy alone or combination of both therapies should focus on
enhancement of activated host immune system or restoration of
the immune compromised or immune tolerance status of the
host [4]. In fact, in the 2012 June issue of the Taiwanese Journal of
Obstetrics and Gynecology (TJOG), this metronomic treatment has
already been introduced [5]. The only difference is that Dr. Chen's
publication has shown a recent magic bullet, such as various kinds
of immunotherapy agent and targeted therapy agent [6—8] as an
element for the current understanding for metronomic therapy.
Immune checkpoint inhibition with blocking antibodies targeting
cytotoxic T-lymphocyte antigen-4 (CLTA-4) and the programmed
cell death protein 1 (PD-1) or programmed cell death-ligand 1
(PD-L1) becomes a new treatment modality for various kinds of
cancer [6]. There is still a big gap between the optimal use of these
magic bullets or chemotherapy agent. Recent clinical trials or clin-
ical practices of the combination are still based on the “standard”
regimen or schedule of chemotherapy. This thinking process is
based on the understanding of pharmacokinetics and pharmacody-
namics of chemotherapy in the cancer treatment: maximal toler-
ance and maximal effectiveness. This concept might be
significantly different from the “key elements” of metronomic
chemotherapy, which recommends that the agent had better be
used in low dose, short interval and continuous pattern [5]. This
is a Dr. Chen's contribution.

https://doi.org/10.1016/j.tjog.2018.02.002

The silver-award winner is Dr. Kuo-Chang Wen for his research
to evaluate the importance of glycosylation change in cancers [9]. In
the last year, we have provided a brief introduction for this topic
[10]. Dr. Wen's contribution includes two parts. One is sialylated
EGFR by «2,3-sialyltransferase type I (ST3Gal I), responsible for
the addition of sialic acid (SA) to the core 1 glycan, contributing
to tumor dissemination [9,10]. The other is a combination of soya-
saponin [ (Ssal: an inhibitor for 2,3 sialylation) and epidermal
growth factor receptor (EGFR) inhibitor having the synergistic ef-
fect on inhibition of tumor invasion. This study confirmed the pre-
vious report addressing the importance role of ST3Gal I or other
glycosylation changes on malignant transformation and cancer
progression [11,12]. Previous report showed that MUC1 modulates
the tumor immunological microenvironment through engagement
of the lectin Siglec-9 (SA-binding immunoglobulin-like lectins 9)
[11]. The aberrant O-linked glycosylation of MUC1 can alter the
interaction of MUC1 with lectins of the immune system can influ-
ence tumor-immune system interplay [11]. The cyclooxygenase-2
(COX-2) can increase ST3Gal I expression, and the chronic inflam-
mation induced by the binding of MUCI-sialylyltransferase
(MUC1-ST) to Siglec-9" myeloid cell would maintain continued
expression of MUC1-ST glycoform via induced expression of COX-
2, resulting in the positive feedback loop which might maintain
the induction of tumor-associated macrophages and the continued
modulation of the cancer microenvironment [11], which is benefi-
cial in cancer growth and invasion. Glycosylation change of cancer
cells can be mediated by formation of various tumor antigens
serving as ligand for the cell adhesion molecules, including loss
of E-cadherin, or N- or O-linked glycans, which involve adhesion
of cancer cells to vascular endothelium and contributing to hema-
togenous metastases [12]. In addition, altered glycosylation is also
related to cancer cell survival, drug resistance and immune escape
[12].

The last reward winner is Professor Angel Chao, who evaluated
the role of lysine-specific demethylase 1 (LSD1, KDM1A) in gyneco-
logical cancer [13]. Professor Chao found LSD1 is overexpressed and
promotes tumorigenesis in ovarian cancer and uterine serous carci-
noma, and can destabilize p62 (sequestasome 1-SQSTM1, a key role
at the crossroads of autophagy, apoptosis and cancer, since p62 reg-
ulates nuclear factor (erythroid-derived 2)-like 2, tuberin-
mammalian target of rapamycin (mTOR), and nuclear factor kB
(NF-kB)) and inhibit autophagy in ovarian and uterine serous can-
cers [13]. Professor Chao found that combinations of LSD1 inhibi-
tion and autophagy blockade display additive inhibitory effect on
cancer cell viability [13]. The authors highlighted the value on the
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anticancer effects of LSD1 inhibitors [13]. LSD1, the first identified
histone demethylase, has dramatically revolutionized research in
the field of epigenetics. However, the role of LSD1 is complicated,
involving a wide range of biological operations, such as develop-
ment, cellular differentiation, embryonic pluripotency, and disease
(for example, cancer), and LSD1 can be considered as a double-
edged sword. Inhibition of LSD1 also involves the normal epige-
netic changes in physiological processes [14].

From all three winners’ studies [4,9,13], we found that multi-
modality treatment, such as a combination of various kinds of
agents, including convention or metronomic chemotherapy, immu-
nomodulation therapy, or targeted therapy is a trend for the current
treatment choice for cancers. This concept provides a better chance
to “cure” cancers. A fully understanding of intracellular or extracel-
lular changes of tumors, mediated through the power technology,
such as whole genomic sequence, or functionome study might pro-
vide a comprehensive view of the deregulated function of the can-
cer [15]. As a president of the Taiwan Association of Obstetrics and
Gynecology, and an Editor-in-Chief and a Deputy Editor of the
TJOG, we are pleased to congratulate all doctors on their winning
of the Outstanding Female Cancer Research Article Awards. We
encourage our audience to continue your research works to battle
against the lethal diseases of women: female cancers.

Conflicts of interest

All authors declare no conflict of interest.

Acknowledgements

Supported by grants from the Ministry of Science and Technol-
ogy, Executive Yuan (MOST 106-2314-B-075 -061 -MY3 to P.-H.
Wang and MOST-104-2314-B-195-009 to C.-P. Chen), Taipei Veter-
ans General Hospital (V106C-129; V106D23-001-MY2-1; and
V106A-012 to P.-H. Wang) and Mackay Memorial Hospital (MMH-
E-105-04 to C.-P. Chen).

References

[1] Wang PH, Chen CP. Outstanding research paper awards of the 2016 Taiwanese
Journal of Obstetrics and Gynecology. Taiwan J Obstet Gynecol 2017;56:
423—4.

Wang PH, Yen MS, Chao KC, Chen CP. Outstanding female cancer research pa-
per awards of the 2015 Taiwan Association of Obstetrics and Gynecology and
Hsu Chien-Tien Cancer Foundation. Taiwan ] Obstet Gynecol 2016;55:757—-9.
Wang PH, Chen CP. Outstanding research paper awards of the 2015 Taiwanese
Journal of Obstetrics and Gynecology. Taiwan ] Obstet Gynecol 2016;55:
623—4.

Chen YL, Chang MC, Cheng WF. Metronomic chemotherapy and immuno-
therapy in cancer treatment. Canc Lett 2017;400:282—-92.

[5] SuWH, Ho TY, Li YT, Lu CH, Lee WL, Wang PH. Metronomic therapy for gyne-
cologic cancer. Taiwan ] Obstet Gynecol 2012;51:167—78.

Chen YM. Immune checkpoint inhibitors for nonsmall cell lung cancer treat-
ment. ] Chin Med Assoc 2017;80:7—14.

Yen MS, Chen JR, Wang PH, Wen KC, Chen Y], Ng HT, et al. Uterine sarcoma
part [ll-targeted therapy: the Taiwan Association of Gynecology (TAG) system-
atic review. Taiwan ] Obstet Gynecol 2016;55:625—34.

[2

3

[4

[6

17

[8] Liu CH, Chang Y, Wang PH. Poly(ADP-ribose) polymerase (PARP) inhibitors

and ovarian cancer. Taiwan ] Obstet Gynecol 2017;56:713—4.

Wen KC, Sung PL, Hsieh SL, Chou YT, Lee KS, Wu CW, et al. a2,3-sialyltransfer-

ase type | regulates migration and peritoneal dissemination of ovarian cancer

cells. Oncotarget 2017;8:29013—27.

[10] Wang PH, Chen CP, Kuo TC. Outstanding female cancer research paper awards
of the 2016 Taiwan Association of Obstetrics and Gynecology and Hsu Chien-
Tien Cancer Foundation. Taiwan J Obstet Gynecol 2017;56:581—2.

[11] Beatson R, Tajadura-Ortega V, Achkova D, Picco G, Tsourouktsoglou TD,
Klausing S, et al. The mucin MUC1 modulates the tumor immunological
microenvironment through engagement of the lectin Siglec-9. Nat Immunol
2016;17:1273-81.

[12] Krishnan S, Whitwell HJ, Cuenco ], Gentry-Maharaj A, Menon U, Pereira SP,
et al. Evidence of altered glycosylation of serum proteins prior to pancreatic
cancer diagnosis. Int ] Mol Sci 2017;18:E2670.

[13] Chao A, Lin CY, Chao AN, Tsai CL, Chen MY, Lee LY, et al. Lysine-specific deme-
thylase 1 (LSD1) destabilizes p62 and inhibits autophagy in gynecologic ma-
lignancies. Oncotarget 2017;8:74434—50.

[14] Kozub MM, Carr RM, Lomberk GL, Femandez-Zapico ME. LSD1, a double-
edged sword, confers dynamic chromatic regulation but commonly promotes
aberrant cell growth. F1000Res 2017;6:2016.

[15] Chang CM, Wang PH, Horng HC. Gene set-based analysis of mucinous ovarian
carcinoma. Taiwan ] Obstet Gynecol 2017;56:210—6.

[9

Peng-Hui Wang"
Department of Obstetrics and Gynecology, Taipei Veterans General
Hospital, Taipei, Taiwan

Department of Obstetrics and Gynecology, and Institute of Clinical
Medicine, National Yang-Ming University School of Medicine, Taipei,
Taiwan

Department of Medical Research, China Medical University Hospital,
Taichung, Taiwan

Chih-Ping Chen
Department of Obstetrics and Gynecology, National Yang-Ming
University School of Medicine, Taipei, Taiwan

Institute of Clinical and Community Health Nursing, National Yang-
Ming University, Taipei, Taiwan

Department of Obstetrics and Gynecology, Mackay Memorial
Hospital, Taipei, Taiwan

Department of Medical Research, Mackay Memorial Hospital, Taipei,
Taiwan

Department of Biotechnology, Asia University, Taichung, Taiwan
School of Chinese Medicine, College of Chinese Medicine, China
Medical University, Taichung, Taiwan

Tsung-Cheng Kuo
Department of Obstetrics and Gynecology, Kuo General Hospital,
Tainan, Taiwan

* Corresponding author. Department of Obstetrics and Gynecology,
Taipei Veterans General Hospital, National Yang-Ming University,
201, Section 2, Shih-Pai Road, Taipei, Taiwan.

E-mail addresses: phwang@vghtpe.gov.tw,
pongpongwang@gmail.com (P.-H. Wang).


http://refhub.elsevier.com/S1028-4559(18)30020-2/sref1
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref1
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref1
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref1
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref2
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref2
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref2
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref2
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref3
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref3
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref3
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref3
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref4
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref4
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref4
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref5
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref5
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref5
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref6
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref6
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref6
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref7
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref7
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref7
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref7
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref8
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref8
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref8
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref9
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref9
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref9
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref9
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref10
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref10
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref10
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref10
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref11
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref11
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref11
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref11
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref11
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref12
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref12
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref12
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref13
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref13
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref13
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref13
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref14
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref14
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref14
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref15
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref15
http://refhub.elsevier.com/S1028-4559(18)30020-2/sref15
mailto:chanhowardgmailcom
mailto:pongpongwang@gmail.com
mailto:phwang@vghtpe.gov.tw

	Outstanding female cancer research paper awards of the Taiwanese Association of Obstetrics and Gynecology
	Conflicts of interest
	Acknowledgements
	References


